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* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 
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Jun 


03 


New e-mail delivery for search results now available 


NEWS 


4 


Aug 


08 


PHARMAMarketLetter (PHARMAML) - new on STN 


NEWS 


5 


Aug 


19 


Aquatic Toxicity Information Retrieval (AQUIRE) 










now available on STN 


NEWS 


6 


Aug 


26 


Sequence searching in REGISTRY enhanced 


NEWS 


7 


Sep 


03 


JAPIO has been reloaded and enhanced 


NEWS 


8 


Sep 


16 


Experimental properties added to the, REGISTRY file 


NEWS 


9 


Sep 


16 


CA Section Thesaurus available in CAPLUS and CA 


NEWS 


10 


Oct 


01 


CASREACT Enriched with Reactions from 1907 to 1985 


NEWS 


11 


Oct 


24 


BEILSTEIN adds new search fields 


NEWS 


12 


Oct 


24 


Nutraceuticals International (NUTRACEUT) now available on STN 


NEWS 


13 


Nov 


18 


DKILIT has been renamed APOLLIT 


NEWS 


14 


Nov 


25 


More calculated properties added to REGISTRY 


NEWS 


15 


Dec 


04 


CSA files on STN 


NEWS 


16 


Dec 


17 


PCTFULL now covers WP/PCT Applications from 1978 to date 


NEWS 


17 


Dec 


17 


TOXCENTER enhanced with additional content 


NEWS 


18 


Dec 


17 


Adis Clinical Trials Insight now available on STN 


NEWS 


19 


Jan 


29 


Simultaneous left and right truncation added to COMPENDEX, 










ENERGY, INSPEC 


NEWS 


20 


Feb 


13 


CANCERLIT is no longer being updated 


NEWS 


21 


Feb 


24 


METADEX enhancements 


NEWS 


22 


Feb 


24 


PCTGEN now available on STN 


NEWS 


23 


Feb 


24 


TEMA now available on STN 


NEWS 


24 


Feb 


26 


NTIS now allows simultaneous left and right truncation 


NEWS 


25 


Feb 


26 


PCTFULL now contains images 


NEWS 


26 


Mar 


04 • 


SDI PACKAGE for monthly delivery of multifile SDI results 


NEWS 


27 


Mar* 


20 


EVENTLINE will be removed from STN 


NEWS 


28 


Mar 


24 


PATDPAFULL now available on STN 


NEWS 


29 


Mar 


24 


Additional information for trade-named substances without 










structures available in REGISTRY 


NEWS 


30 


Apr 


11 


Display formats in DGENE enhanced 


NEWS 


31 


Apr 


14 


MEDLINE Reload 


NEWS 


32 


Apr 


17 


Polymer searching in REGISTRY enhanced 


NEWS 


33 


Apr 


21 


Indexing from 1947 to 1956 being added to records in CA/CAPLUS 


NEWS 


34 


Apr 


21 


New current-awareness alert (SDI) frequency in 










WPIDS/WPINDEX/WPIX 


NEWS 


35 


Apr 


28 


RDISCLOSURE now available on STN 


NEWS 


36 


May 


05 


Pharmacokinetic information and systematic chemical names 










added to PHAR 


NEWS 


37 


May 


15 


MEDLINE file segment of TOXCENTER reloaded 


NEWS 


38 


May 


15 


Supporter information for ENCOMPPAT and ENCOMPLIT updated 


NEWS 


39 


May 


16 


CHEMREACT will be removed from STN 


NEWS 


40 


May 


19 . 


Simultaneous left and right truncation added to WSCA 


NEWS 


41 


May 


19 


RAPRA enhanced with new search field, simultaneous left and 










right truncation 



NEWS EXPRESS April 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 



MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



* * STN Columbus ****** 



FILE 1 HOME 1 ENTERED AT 13:36:13 ON 03 JUN 2003 



=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY 1 ENTERED AT 13:36:28 ON 03 JUN 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 1 JUN 2003 HIGHEST RN 523977-56-2 
DICTIONARY FILE UPDATES: 1 JUN 2003 HIGHEST RN 523977-56-2 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http : //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 

=> e f umitremorgin 



El 


4 


FUMITOXIN/BI 


E2 


1 


FUMITREMORGEN/BI 


E3 


36 


--> FUMITREMORGIN/BI 


E4 


3 


FUMJUDAINE/BI 


E5 


1 


FUMMITE/BI 


E6 


2 


FUMOFICIN/BI 


E7 


1. 


FUMOFICINAL/BI 


E8 


1 


FUMOFICINALINE/BI 


E9 


1 


FUMOFI C I NAMI NE/ B I 


E10 


145 


FUMONISIN/BI 


Ell 


7 


FUMOSA/BI 


E12 


1 


FUMOSIAVELLANEA/BI 



=> s el-e3 

4 FUMITOXIN/BI 

1 FUMITREMORGEN/BI 

36 FUMITREMORGIN/BI 

LI 40 (FUMITOXIN/BI OR FUMITREMORGEN/BI OR FUMITREMORGIN/BI ) 

=> d 11 1-40 

LI ANSWER 1 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 119066-64-7 REGISTRY 

CN 5H, 14H-Pyrrolo[l' 1 ,2 f 1 : 4 1 , 5 ' ] pyrazino [ 1 ■ , 2 * : 1, 6] pyrido [ 3, 4-b] indole-5, 14 
dione, 1, 2, 3, 5a, 6, 11, 12, 1 4-octahydro-9-methoxy- 12- (2-methyl-l-propenyl ) - 
[5aR- (5a. alpha. , 12. alpha. , 14a. beta. )] - (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 12 .beta. -Fumitremorgin C 

FS STEREOS EARCH 
MF C22 H25 N3 03 
SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, CASREACT, TOXCENTER 
(*File contains numerically searchable property data) 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE "PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 2 OF 4 0 REGISTRY COPYRIGHT 2003 ACS 
RN 118974-02-0 REGISTRY 

CN 5H,14H-Pyrrolo[l» ■ ,2' ' : 4 ■ , 5 1 ] pyrazino [ 1 ' , 2 ' : 1 , 6] pyrido [ 3, 4-b] indole-5, 14 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-9-methoxy-12- (2-methyl-l-propenyl) 
(5aS, 12S, 14aS) - (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 5H,14H-Pyrrolo[l' 1 ,2 ! ' : 4 ' , 5 ' ] pyrazino [ 1 ' , 2 1 : 1 , 6] pyrido [ 3, 4-b] indole-5, 14 
dione, 1 , 2 , 3, 5a, 6, 11, 12 , 14a-octahydro-9-methoxy-12- (2-methyl-l-propenyl) 
[5aS-( 5a. alpha., 12. beta., 14a. alpha. ) ]- 

OTHER NAMES: 

CN 12 . alpha . -Fumitremorgin C 
CN Fumitremorgin C 

FS STEREOSEARCH 
MF C22 H25 N3 03 
SR CA 

LC STN Files: AGRICOLA, BEILSTEIN* , BIOBUSINESS, BIOSIS, CA, CAPLUS, 
CASREACT, TOXCENTER, US PAT FULL 

(*File contains numerically searchable property data) 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

28 REFERENCES IN FILE CA. (1957 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
28 REFERENCES IN FILE. CAPLUS (1957 TO DATE) 

LI ANSWER 3 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 111768-16-2 REGISTRY ■ 

CN 5H,14H-Pyrrolo[l« ',2' ' : 4 ' , 5 ' ] pyrazino [ 1 * , 2 1 : 1, 6] pyrido [ 3, 4-b] indole-5 , 14- 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-12- (2-methyl-l-propenyl ) -, 
(5aS, 12S, 14aS)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 5H,14H-Pyrrolo[l* ',2' » : 4 1 , 5 ' ] pyrazino [ 1 ' , 2 ' : 1, 6] pyrido [ 3, 4-b] indole-5, 14- 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-12- (2-methyl-l-propenyl) -, 
[5aS- (5a. alpha . , 12 .beta. , 14a. alpha. ) ] - 

OTHER NAMES: 

CN (+) -Demethoxyfumitremorgin C 
CN Demethoxyfumitremorgin C 

FS STEREOSEARCH 
MF C21 H23 N3 02 
SR CA 

LC STN Files: BEILSTEIN* , BIOSIS, CA, CAPLUS, CASREACT, CHEMINFORMRX, 
TOXCENTER, US PAT FULL 

(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation (+) . 




**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

16 REFERENCES IN FILE CA (1957 TO DATE) 

16 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



LI ANSWER 4 OF 40 REGISTRY COPYRIGHT 2003 ACS 



RN 111427-99-7 REGISTRY 

CN 5H, 14H-Pyrrolo[l' ',2' ' : 4 ' , 5 1 ] pyrazino [ 1 » , 2 ' : 1, 6] pyrido [3, 4-b] indole-5, 14- 
dione, 1, 2, 3, 5a, 6, 11, 12, 14a-octahydro-5a, 6-dihydroxy-9-methoxy-12- (2- 
methyl-l-propenyl ) -, [ 5aR- ( 5a . alpha . , 6 . alpha. , 12 . beta . , 14a . alpha . ) ] - ( 9CI ) 
(CA INDEX NAME) 

OTHER NAMES: 

CN 12 , 13-Dihydroxyfumitremorgin C 

CN TR 3 

CN TR 3 toxin 

CN Verruculogen TR 3 

FS STEREOSEARCH 

MF C22 H25 N3 05 

SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, CASREACT, TOXCENTER 
(*File contains numerically searchable property data) 

Absolute stereochemistry. 




r 



OH 0 

**PR0PERT,Y DATA AVAILABLE IN THE 'PROP' FORMAT** 

7 REFERENCES IN FILE CA (1957 TO DATE) 

7 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 5 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 111427-98-6 REGISTRY 

CN SH^H-PyrroloU 1 ' ,2' 1 : 4 1 , 5 * ] pyrazino [ 1 1 , 2 1 : 1 , 6] pyrido [ 3, 4-b] indole-5, 14- 
dione, 1,2, 3, 5a, 6, 11, 12, 14a-octahydro-5a, 6-dihydroxy-ll- (3-methyl-2- 
butenyl) -12- (2-methyl-l-propenyl ) - , [5aR- (5a. alpha. , 6. alpha. , 12 .beta. , 14a. 
, alpha.)]- (9CI) (CA INDEX .NAME) 

OTHER NAMES: 

CN Demethoxyfumitremorgin B 

FS STEREOSEARCH 
MF C2 6 H31 N3 04 
SR CA 

LC STN Files: BEILSTEIN*, CA, CAPLUS, CASREACT, TOXCENTER 
(*File contains numerically searchable property data) 



Absolute stereochemistry. 




OH 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

4 REFERENCES IN FILE CA (1957 TO DATE) 

4 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 6 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 111080-12-7 REGISTRY 

CN lH,5H-Pyrrolo[l' ',2" : 4 1 , 5 1 ] pyrazino [ 1 1 ,2 ' : 1, 6] pyrido [3, 4-b] indole- 

5, 6, 14 (5aH, 14aH) -trione, 2,3, 11 , 12-tetrahydro-5a-hydroxy-9-methoxy-ll- (3 
methyl-2-butenyl) -12- ( 2 -methyl- 1-propenyl ) -, (5aR, 12S, 14aS) - (9CI) (CA 
INDEX NAME) 

OTHER CA INDEX NAMES: 

CN lH,5H-Pyrrolo[l' 1 ,2' 1 : 4 ■ , 5 ' ] pyrazino [ 1 ' , 2 ' : 1, 6] pyrido [3, 4-b] indole- 

5, 6, 14 (5aH, 14aH) -trione, 2,3, 11, 12-tetrahydro-5a-hydroxy-9-methoxy-ll- (3 
methyl-2-butenyl) -12- (2-methyl-l-propenyl ) -, [5aR- 
(5a. alpha . , 12 .beta .,14a. alpha . ) ] - 

OTHER NAMES: 

CN 13-Oxofumitremorgin B 

FS STEREOS EARCH 
MF C27 H31 N3 05 
SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, CASREACT, TOXCENTER 
(*File contains numerically searchable property data) 

Absolute stereochemistry. 




O 0 



**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



LI ANSWER 7 OF 40 REGISTRY COPYRIGHT 2003 ACS 



RN 107977-03-7 REGISTRY 

CN 5H,14H-Pyrrolo[l' »,2' 1 : 4 ' , 5 ' ] pyrazino [ 1 1 , 2 ' : 1, 6] pyrido [ 3, 4-b] indole-5, 14- 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-6, 9-dimethoxy-ll- (3-methyl-2- 
butenyl) -12- (2-methyl-l-propenyl ) -, (5a. alpha . , 6 .beta . , 12 . alpha . , 14a .beta . 
)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 5H,14H-Pyrrolo[l' ',2' ' : 4 ' , 5 ' ] pyrazino [ 1 1 , 2 ' 6] pyrido [3, 4-b] indole-5, 14- 
dione, 1,2, 3, 5a, 6, 11, 12, 14a-octahydro-6, 9-dimethoxy-ll- (3-methyl-2- 
butenyl) -12- (2-methyl-l-propenyl ) -, (5a . alpha . , 6 .beta . , 12 . alpha . , 14a .beta . 
)-(.+-.)- 

OTHER NAMES: 

CN (.+-.) -12-Deoxy-13-0-methyl-12-epifumitremorgin B 

FS STEREOSEARCH 
MF C28 H35 N3 04 
SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, CASREACT 

(*File contains numerically searchable property data) 

Relative stereochemistry. 




MeO 



**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 8 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 107977-02-6 REGISTRY 

CN 5H, 14H-Pyrrolo [l ,, ,2 ,, :4',5 t ] pyrazino [ 1 ' , 2 ' : 1, 6] pyrido [3, 4-b] indole-5, 14- 
dione, 1,2,3, 5a, 6, 11, 12 , 14a-octahydro-6-hydroxy-9-methoxy-ll- (3-methyl-2- 
butenyl) -12- (2-methyl-l-propenyl ) -, (5a. alpha. , 6. beta. , 12 .alpha. , 14a. beta. 
)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 5H, 14H-Pyr.rolo[l f ' ,2* * : 4 1 , 5 1 ] pyrazino [ 1 1 , 2 1 : 1 , 6] pyrido [ 3 , 4-b] indole-5, 14- 
• dione, 1,2, 3, 5a, 6, 11, 12, 14a-octahydro-6-hydroxy-9-methoxy-ll- (3-methyl-2- 
butenyl) -12- (2-methyl-l-propenyl) -, (5a . alpha . , 6 .beta . , 12. alpha. , 14a. beta. 
)-(.+-.)- 
OTHER NAMES: 

CN (.+-.) -12-Deoxy-12-epifumitremorgin B 

FS STEREOSEARCH 
MF C27 H33 N3 04 
SR CA 

LC STN Files: BEILSTEIN* , BIOSIS, CA, CAPLUS, CASREACT, TOXCENTER 
(*File contains numerically searchable property data) 



Relative stereochemistry. 




OH O 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 9 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 106292-68-6 REGISTRY 

CN 5H, 14H-Pyrrolo [ 1 ' ' , 2 ' * : 4 ' , 5 ' ] pyrazino [ 1 1 , 2 ' : 1, 6] pyrido [3, 4-b] indole-5, 14 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-12- (2-methyl-l-propenyl) 
[5aS-(5a.alpha.,12.alpha.,14a.alpha.)]- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Demethoxy-3-epifumitremorgin C 

FS STEREOSEARCH 
MF C21 H23 N3 02 
SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, CASREACT, CHEMINFORMRX 
(*File contains numerically searchable property data) 

Absolute stereochemistry. 




O 



**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 
, 2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 10 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 106211-91-0 REGISTRY 

CN 5H,14H-Pyrrolo[l' ' ,2' » : 4 ' , 5 1 ] pyrazino [ 1 » , 2 ' : 1, 6] pyrido [3, 4-b] indole-5, 14 
dione, 1, 2, 3, 5a, 6, 11, 12, 14a-octahydro-12- (2-methyl-l-propenyl) -, 
[5aR- (5a. alpha. , 12. alpha. , 14a. beta. )] - (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Demethoxy-12-epifumitremorgin C 

FS STEREOSEARCH 



MF C21 H23 N3 02 
SR CA 

LC STN Files: BEILSTEIN* , CA, CAPLUS, • CAS REACT, CHEMINFORMRX 

(*File contains numerically searchable property data) 

Absolute stereochemistry. . 




**PR0PERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 11 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 80558-95-8 REGISTRY 

CN Spiro [ furan-2 (5H) , 9 1 - [-9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 'H) -dione, 
1 1 , 3, 4., 9 ' a-tetrahydro-1 1 -hydroxy-2 ' , 2 1 -dimethyl-4- ( 4-oxo-3 ( 4H) - 
quinazolinyl) -, [ 9 1 . alpha . ( S* ) , 9 1 a . beta . ] - (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ furan-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1 , 2-a] indole] -3 ' , 5 (2 1 H) -dione, 
1 ' , 3, 4 , 9 ' a-tetrahydro-1 1 -hydroxy-2 * , 2 1 -dimethyl-4- ( 4-oxo-3 ( 4H) - 
quinazolinyl)-, [9' .alpha. (S*) , 9 ! a . beta .]-(.+-.) - 

OTHER NAMES: 

CN (.+-.)-FTG 

CN (.+-.) -Fumitremorgin G 

CN (.+-.) -Tryptoquivaline G 

FS STEREOSEARCH 

MF C23 H20 N4 05 

LC STN Files: BEILSTEIN*, CA, CAPLUS 

(*File contains numerically searchable property data) 

Relative stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 



2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 12 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 71658-19-0 REGISTRY 

CN Spiro [ f uran-2 (5H) , 9 1 - [ 9H] imidazo [ 1 , 2-a] indole] -3 1 , 5 (2 1 H) -dione, 

1 f - (acetyloxy) -1 1 , 3, 4, 9 ' a-tetrahydro-4- [2- ( l-hydroxy-2-methylpropyl ) -4-oxo 
3(4H)-quinazolinyl]-2'-methyl-, [2'S-[2' .alpha. , 9' .beta. [4R* (R*) ] ,9'a.alph 
a.]]- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Deacetyl-12-epifumitremorgin D monoacetate 

CN Epideacetyl-FTD monoacetate 
FS STEREOSEARCH 
MF C28 H28 N4 07 

LC . ' STN Files: BEILSTEIN* , CA, CAPLUS 

(*File contains numerically searchable property data) 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

• 1 REFERENCES IN FILE CA (1957 TO DATE) 
1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 13 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 71658-06-5 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 ' - [ 9H] imidazo [ 1 , 2-a] indole] -3 \ 5 ( 2 ' H) -dione, 
1 (acetyloxy) -4- [2- [1- (acetyloxy) -2-methylpropyl] -4-oxo-3 (4H) - 
quinazolinyl] -1 1 , 3, 4, 9 1 a-tetrahydro-2 1 -methyl-, [2 1 S- 
.[ 2 ' . alpha . , 9 1 . beta . [ 4R* (R* ) ] , 9 1 a . alpha . ] ] - (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN FTM acetate 

CN Fumitremorgin M acetate 

CN Tryptoqui valine M acetate 

MF C30 H30 N4 08 

LC STN Files: BEILSTEIN*, CA, CAPLUS 

(*File contains numerically searchable property data) 




o 



**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE). 

1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 14 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 69575-59-3 REGISTRY 

CN Spiroffuran-2 (5H) , 9 ' - [ 9H] imidazo [ 1 , 2-a] indole] -3 ' ,5 (2 ' H) -dione, 

4- [2- [ (IS) -1- (acetyloxy) -2-methylpropyl] -4-oxo-3 (4H) -quinazolinyl ] - 

1 ' , 3, 4, 9 1 a-tetrahydro-1 1 -hydroxy-2 * -methyl-, (2S, 2 1 S, 4S, 9 » aS ) - ( 9CI ) (CA 

INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 (5H) , 9 ' - [9H] imidazo [1, 2-a] indole] -3 1 , 5 ( 2 1 H) -dione, 

4- [2- [1- (acetyloxy) -2-methylpropyl] -4-oxo-3 ( 4H) -quinazolinyl] -1 ' , 3,4, 9 ! a- 
tetrahydro-1' -hydroxy-2 '-methyl-, [2 'S-[2 ' .alpha. , 9' .beta. [4R* (R* ) ] , 9 ' a. al 
pha. ] ]- 

OTHER NAMES: 

CN FTM 

CN Fumitremorgin M 

CN Tryptoqui valine M 
FS STEREOSEARCH 
MF C28 H28 N4 07 

LC STN Files: BEILSTEIN* , CA, CAPLUS, NAPRALERT 

(*File contains numerically searchable property data) 

Absolute stereochemistry. 



OAc 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 15 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 69483-20-1 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 » - [ 9H] imidazo [ 1, 2-a] indole] -3 ' , 5 (2 1 H) -dione 
1 1 , 3, 4, 9 ' a-tetrahydro-1 ' -hydroxy-2 ' , 2 ' -dimethyl- 4- ( 4-oxo-3 ( 4H) 
quinazolinyl) -, ( 2S, 4S, 9 1 aS) - (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES : 

CN Spiro [ furan-2 (5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 1 H) -dione 
• 1 1 , 3, 4 , 9 ' a-tetrahydro-1 ! -hydroxy-2 1 , 2 ■ -dimethyl-4- ( 4-oxo-3 (4H) 
quinazolinyl)-, [9'S-[9' .alpha. (R*) , 9' a. beta.] ]- 
OTHER NAMES : 

CN 19-Epifumitremorgin G 

CN 19-Epitryptoquivaline G 
CN FTL 

CN Fumitremorgin L 

CN Tryptoquivaline L 
FS STEREOSEARCH 
MF C23 H20 N4 05 

LC STN Files: BEILSTEIN* , CA, CAPLUS, NAPRALERT 

(*File contains numerically searchable property data) 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE f PROP ! FORMAT** 

4 REFERENCES IN FILE CA (1957 TO DATE) 

4 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 16 OF 40 REGISTRY COPYRIGHT 2003 ACS 

RN 68817-01-6 REGISTRY 

CN Fumi toxin D- (9CI) (CA INDEX NAME) 

MF Unspecified 

CI MAN 

LC STN Files: CA, CAPLUS, TOXCENTER 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



LI ANSWER 17 OF 40 REGISTRY COPYRIGHT 2003 ACS 



RN 68817-00-5 REGISTRY 

CN Fumi toxin C (9CI) (CA INDEX NAME) 

MF Unspecified 

CI MAN 

LC STN Files: CA, CAPLUS, TOXCENTER 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 18 OF 40 REGISTRY COPYRIGHT 2003 ACS 

RN 68816-99-9 REGISTRY 

CN Fumi toxin B (9CI) (CA INDEX NAME) 

MF Unspecified 

CI MAN 

LC STN Files: CA, CAPLUS, TOXCENTER 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI . ANSWER 19 OF 40 REGISTRY COPYRIGHT 2003 ACS 

RN 66419-35-0 REGISTRY 

CN Fumi toxin A (9CI) (CA INDEX NAME) 

MF Unspecified 

CI MAN 

LC STN Files: BIOSIS, CA, CAPLUS, TOXCENTER 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

9 REFERENCES IN FILE CA (1957 TO DATE) 

9 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 20 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 66212-52-0 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 ' - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 1 H) -dione, 

1 1 -acetyl- 1 1 , 3, 4 , 9 ' a-tetrahydro-2 1 -methyl-4- (4-oxo-3 (4H) -quinazolinyl ) 
[2 , S-[2' .alpha. ,9' .beta. (S*) , 9'a. alpha. ] ]- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN FT J acetate 

CN N-Acetylfumitremorgin J 

CN N-Acetyltryptoqui valine J 

MF C24 H20 N4 05 

LC STN Files: BEILSTEIN* , CA, CAPLUS 

(*File contains numerically searchable property data) 



O: 




**PROPERTY DATA AVAILABLE IN THE ? PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 21 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 66212-51-9 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 ' , 5 ( 2 1 H) -dione, 
1 1 , 3, 4, 9 f a-tetrahydro-2 ! -methyl-4- (4-oxo-3 (4H) -quinazolinyl ) - , 
(2S,2*S, 4R,9'aR)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1 , 2-a] indole] -3 ' , 5 (2 1 H) -dione, 
1 ' , 3, 4, 9 ' a-tetrahydro-2 ' -methyl-4- ( 4-oxo-3 ( 4H) -quinazolinyl) - , 
[2'S-[2* .alpha. ,9' .beta. (S*) , 9 ' a . alpha . ] ] - 

OTHER NAMES: 

CN FT J 

CN Fumi tremor gin J 

CN Tryptoqui valine J 
FS STEREOSEARCH 
MF C22 H18 N4 04 

LC STN Files: ANABSTR, BEILSTEIN* , CA, CAPLUS, NAPRALERT, TOXCENTER 
(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation (+) . 




O 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

3 REFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 22 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 66180-23-2 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [1, 2-a] indole] -3 ' , 5 (2 1 H) -dione, 

1 1 , 3, 4, 9 ' a-tetrahydro-1 1 -hydroxy-2 ' , 2 ' -dimethyl-4- [2- (2-methyl-l- 
oxopropyl ) -4-oxo-3 ( 4H) -quinazolinyl ] (2S, 4R, 9 , aS) - (9CI) (CA INDEX 
NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [1, 2-a] indole] -3 ' , 5 (2 1 H) -dione, 

1 ' , 3, 4, 9 1 a-tetrahydro-1 1 -hydroxy-2 ? , 2 1 -dimethyl-4- [2- ( 2-methyl-l- 
oxopropyl ) -4-oxo-3 ( 4H) -quinazolinyl ] -, [ 9 1 S- [ 9 1 . alpha . ( S* ) , 9 1 a . beta . ] ] - 

OTHER NAMES: 

CN FT I 

CN Fumitremorgin I 

CN Tryptoquivaline I 



MF C27 H26 N4 06 

LC STN Files: BEILSTEIN* , CA, CAPLUS, NAPRALERT 

(*File contains numerically searchable property data) 




0 



**PR0PERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

3 REFERENCES IN FILE CA (1957' TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 23 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 61949-68-6 REGISTRY 

CN Spiro [ f uran-2 (5H) , 9 ' - [ 9H] imidazo [ 1, 2-a] indole] -3 ' , 5 (2 1 H) -dione, 
1 ' - (acetyloxy) -1 ' , 3, 4, 9 ■ a-tetrahydro-2 1 -methyl-4- ( 4-oxo-3 ( 4H) - 
quinazolinyl)-, [2 , S-[2 I .alpha., 9 1 .beta. (S*) , 9' a. alpha. ] ]- (9CI) 
INDEX NAME) 

OTHER NAMES: 

CN FTE acetate 

CN Fumitremorgin E acetate 

CN Tryptoqui valine E acetate 

MF C24 H20 N4 06 

LC STN Files: BEILSTEIN*, CA, CAPLUS 

(*File contains numerically searchable property data) 




0 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 24 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 61949-67-5 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 ' - [ 9H] imidazo [ 1 , 2-a] indole] -3 1 , 5 ( 2 1 H) -dione, 

1 ' , 3, 4, 9 1 a-tetrahydro-1 1 -hydroxy- 2 1 -methyl- 4- (4-oxo-3 (4H) -quinazolinyl ) 
(2S,2'S,4S,9'aS)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 ( 5H) , 9 ' - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 ( 2 1 H) -dione, 

1 1 , 3, 4, 9 1 a-tetrahydro-1 1 -hydroxy-2 1 -methyl-4- (4-oxo-3 (4H) -quinazolinyl) 
[2'S-[2' .alpha., 9' .beta. (R*) ,9'a. alpha.] ]- 

OTHER NAMES: 

CN FTH 

CN Fumitremorgin H 

CN Tryptoquivaline H 
FS STEREOSEARCH 
MF C22 H18 N4 05 

LC STN Files: BEILSTEIN* , CA, CAPLUS, NAPRALERT 

(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation (-) . 




O 



**PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 

3 REFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 25 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 61897-92-5 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1 , 2-a] indole] -3 1 , 5 (2 1 H) -dione, 

1 ' - (acetyloxy) -1 1 , 3, 4, 9 1 a-tetrahydro-2 1 , 2 ■ -dimethyl-4- ( 4-oxo-3 ( 4H) - 
quinazolinyl)-, [ 9 ' S- [ 9 1 . alpha . ( S* ) , 9 1 a .beta . ] ] - (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN FTG acetate 

CN Fumitremorgin G acetate 

CN Tryptoquivaline G acetate 

MF C25 H22 N4 06 

LC STN Files: BEILSTEIN*, CA, CAPLUS 

(*File contains numerically searchable property data) 




** PROPERTY DATA AVAILABLE IN THE 1 PROP ' FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 26 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 61897-91-4 REGISTRY 

CN Spiro [ furan-2 (5H) ,9 » - [ 9H] imidazo [ 1, 2-a] indole] -3 ' , 5 (2 1 H) -dione, 
1 ' , 3, 4 , 9 ' a-tetrahydro-1 1 -hydroxy-2 ',2' -dimethyl-4- ( 4-oxo-3 ( 4H) - 
quinazolinyl)-, ( 2S, 4R, 9 1 aS ) - (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ furan-2 (5H) , 9 *- [9H] imidazo [ 1 , 2-a] indole] -3 1 , 5 (2 ' H) -dione, 
1 ' , 3, 4, 9 ■ a-tetrahydro-1 ' -hydroxy-2 ' , 2 1 -dimethyl-4- ( 4-oxo-3 (4H) - 
quinazolinyl) -, [9'S-[9' .alpha. (S*) ,9' a. beta.] ]- 

OTHER NAMES: 

CN FTG 

CN Pumitremorgin G 

CN Tryptoqui valine G 
FS STEREOSEARCH 
MF C23 H20 N4 05 

LC STN Files: AGRICOLA, BEILSTEIN* , BIOSIS, CA, CAPLUS, NAPRALERT, 
TOXCENTER 

(*File contains numerically searchable property data) 
Absolute stereochemistry. Rotation (+) . 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT**' 



6 REFERENCES IN FILE CA (1957 TO DATE) 

6 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 27 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 61897-90-3 REGISTRY 

CN Spiro [f uran-2 (5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 1 H) -dione, 

1 1 -acetyl- 1 ' , 3, 4, 9 1 a-tetrahydro-2 1 -methyl- 4- (4-oxo-3 (4H) -quinazolinyl ) 
[2 f S-[2 f .alpha. ,9' .beta. (R*) ,9' a. alpha.] ]- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN FTF acetate 

CN Fumitremorgin F acetate 

CN N-Acetylfumitremorgin F 

CN N-Acetyltryptoquivaline F 

MF C24 H20 N4 05 

LC STN Files: BEILSTEIN* , CA, CAPLUS . 

(*File contains numerically searchable property data) 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 28 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 61897-89-0 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 1 H) -dione, 
1 1 , 3, 4 , 9 1 a-tetrahydro-2 1 -methyl-4- ( 4-oxo-3 ( 4H) -quinazolinyl ) 
(2S,2'S, 4S,9'aR)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 (5H) , 9 ' - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 1 H) -dione, 
1 1 , 3, 4, 9 ' a-tetrahydro-2 1 -methyl-4- (4-oxo-3 (4H) -quinazolinyl) -, 
[2 f S-[2 f .alpha., 9' .beta. (R* ) , 9 ' a . alpha . ] ] - 

OTHER NAMES: 

CN FTF 

CN Fumitremorgin F 

CN Tryptoqui valine F 
FS STEREOSEARCH 
MF C22 H18 N4 04 

LC STN Files: ANABSTR, BEILSTEIN*, CA, CAPLUS, NAPRALERT, TOXCENTER 
(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation (-) . 




0 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

4 REFERENCES IN FILE CA (1957 TO DATE) 

4 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 29 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 61897-88-9 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 ' - [ 9H] imidazo [ 1 , 2-a] indole] -3 1 , 5 (2 1 H) -dione, 
1 1 - (acetyloxy) -1 ' , 3, 4, 9 1 a-tetrahydro-2 1 -methyl-4- ( 4-oxo-3 (4H) - 
quinazolinyl)-, [2 , S-[2 I .alpha., 9 » .beta. (R*) ,9' a. alpha.] ]- (9CI) (CA 
INDEX NAME) 

OTHER NAMES: 

CN FTH acetate 

CN Fumitremorgin H acetate 

CN Tryptoqui valine H acetate 

MF C24 H20 N4 06 

LC STN Files: BEILSTEIN* , CA, CAPLUS 

(*File contains numerically searchable property data) 




O 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 30 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 61897-87-8 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 ! - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 1 H) -dione, 

1 1 , 3, 4, 9 1 a-tetrahydro-1 1 -hydroxy-2 ' -methyl-4- (4-oxo-3 (4H) -quinazolinyl) -, 
(2S,2 , S / 4R,9 , aS)- (9CI) (CA INDEX NAME) 



OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 ' H) -dione, 

1 ' , 3, 4, 9 1 a-tetrahydro-1 1 -hydroxy- 2 ' -methyl-4- ( 4-oxo-3 ( 4H) -quinazolinyl ) 
[2'S-[2' .alpha. , 9' .beta. ( S* ) , 9 ' a . alpha . ] ]- 

OTHER NAMES: 

CN FTE 

CN Fumitremorgin E 

CN Tryptoquivaline E 
FS STEREOS EARCH 
MF C22 H18 N4 05 

LC STN Files: AGRICOLA, BEILSTEIN* , BIOSIS, CA, CAPLUS, NAPRALERT, 
TOXCENTER 

(*File contains numerically searchable property data) 
Absolute stereochemistry. Rotation (+) . 




O 



**PR0PERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

4 REFERENCES IN FILE CA (1957 TO DATE) 

4 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 31 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 60676-61-1 REGISTRY 

CN Spiro [f uran-2 (5H) , 9 1 -[ 9H] imidazo [ 1 , 2-a] indole] -3 1 , 5 (2 1 H) -dione, 

1 ' , 3, 4, 9 'a-tetrahydro-2 , -methyl-4- [2- (2-methyl-l-oxopropyl ) -4-oxo-3 ( 4H) 
quinazolinyl]-, (2S, 2 1 S, 4R, 9 ' aR) - (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 ' , 5 (2 1 H) -dione, 

1' /3, 4, 9 , a-tetrahydro-2 '-methyl-4- [2- (2-methyl-l-oxopropyl ) -4-oxo-3 ( 4H) 
quinazolinyl]-, [2 , S-[2 f .alpha., 9 1 .beta. (S*) , 9' a. alpha.] ]- 

OTHER NAMES: 

CN 1 ' -Deoxytryptoquivalone 
CN Deoxynortryptoquivalone 
CN Deoxytryptoqui valine B 
CN Fumitremorgin N 
CN Tryptoquivaline N 
MF C26 H24 N4 05 

LC STN Files: BEILSTEIN*, BIOSIS, CA, CAPLUS, NAPRALERT, TOXCENTER 
(*File contains numerically searchable property data) 




o 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

3 REFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 32 OF 40 ' REGISTRY COPYRIGHT 2003 ACS 
RN 60676-59-7 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1 , 2-a] indole] -3 ' , 5 (2 ' H) -dione, 
1 f - (acetyloxy) -4- [2- [1- (acetyloxy) -2-methylpropyl ] -4-oxo-3 (4H) - 
quinazolinyl] -1 1 , 3, 4 , 9 1 a-tetrahydro-2 ' -methyl-, [2 ' S- 
[2' .alpha. ,9' .beta. [4S* (R*) ] ,9'a. alpha. ] ]- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN FTD acetate 

CN Fumitremorgin D acetate 

CN Norisotryptoquivaline acetate 

CN Nortryptoqui valine acetate 

CN O-Acetyl-2 1 -demethyltryptoquivaline A 

DR 61949-66-4, 71658-07-6 

MF C30 H30 N4 08 

LC STN Files: BEILSTEIN* , CA, CAPLUS, TOXCENTER 

(*File contains numerically searchable property data) 




O 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

1 REFERENCES IN FILE CA (1957 TO DATE)- 



1 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 33 OF 40 REGISTRY COPYRIGHT 200'3 ACS 
RN 60676-56-4 REGISTRY 

CN Spiro[furan-2 (5H) , 9 »- [9H] imidazo [ 1 , 2-a] indole] -3 1 , 5 (2 ! H) -dione, 

4- [2- [ ( IS) -1- (acetyloxy) -2-methylpropyl] -4-oxo-3 (4H) -quinazolinyl ] - 

1 ' , 3, 4 , 9 1 a-tetrahydro-1 ' -hydroxy-2 1 -methyl-, (2S, 2 ' S, 4R, 9 1 aS ) - ( 9CI ) (CA 

INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 ( 5H) , 9 ' - [ 9H] imidazo [ 1 , 2-a] indole] -3 ' , 5 (2 1 H) -dione, 

4- [2- [ 1- (acetyloxy) -2-methylpropyl] -4-oxo-3 (4H) -quinazolinyl] -1 1 , 3, 4, 9 1 a- 
tetrahydro-1 1 -hydroxy-2 '-methyl-, [2'S-[2' .alpha. ,9' .beta. [4S* (R*) ] ,9'a.al 
pha.]]- 

OTHER NAMES: 

CN 2 ' -Demethyltryptoquivaline 
CN FTD 

CN Fumitremorgin D 

CN Nortryptoqui valine 
CN Nortryptoquivaline A 
CN Tryptoquivaline D 
FS STEREOSEARCH 
MF C28 H28 N4 07 

LC STN Files: AGRICOLA, BEILSTEIN* , BIOBUSINESS, BIOSIS, CA, CAPLUS, 
NAPRALERT, TOXCENTER 

(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation ( + ) . 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

■4 REFERENCES IN FILE CA (1957 TO DATE) 
1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
4 REFERENCES- IN FILE. CAPLUS (1957 TO DATE) 

LI ANSWER 34 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 55387-47-8 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 ' - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 (2 1 H) -dione, 
1 1 - (acetyloxy) -4- [2- [1- (acetyloxy) -2-methylpropyl] -4-oxo-3 (4H) - 
quinazolinyl] -1 1 , 3, 4, 9 1 a-tetrahydro-2 1 , 2 1 -dimethyl-, [ 9 1 S- 
[9». alpha. [4S* (R* ) ] , 9 1 a .beta . ] ] - (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Fumi tremor gin C acetate 

CN Tryptoquivaline A acetate 



CN Tryptoquivaline acetate 
MF C31 H32 N4 08 

LC STN Files: BEILSTEIN* , CA, CAPLUS 

(*File contains numerically searchable property data) 




**PR0PERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 35 OF 40 REGISTRY COPYRIGHT" 2003 ACS 
RN 55387-45-6 REGISTRY 

CN Spiro [ f uran-2'(5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 ( 2 1 H) -dione, 

4- [2- [ (IS) -1- (acetyloxy) -2-me'thylpropyl] -4-oxo-3 ( 4H) -quinazolinyl ] - 

1 ' , 3, 4 , 9 ' a-tetrahydro-1 ' -hydroxy-2 ' , 2 ' -dimethyl-, (2S, 4R, 9 ' aS ) - ( 9CI ) (CA 

INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 (5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 1 , 5 ( 2 1 H) -dione, 

4- [2- [ 1- (acetyloxy) -2-methylpropyl] -4-oxo-3 ( 4H) -quinazolinyl] -1 ' , 3, 4, 9 1 a- 
tetrahydro-1' -hydroxy-2 f , 2 1 -dimethyl-, [9 f S- [9' .alpha. [ 4S* ( R* ) ] , 9 1 a. beta. ] 
]- 

OTHER NAMES: 

CN Fumitremorgin C 

CN Tryptoquivaline 
CN Tryptoquivaline A 
CN Tryptoquivaline C 
FS STEREOSEARCH 
MF C29 H30 N4 07 

LC STN Files: AGRICOLA, BEILSTEIN*, BIOBUSINESS, BIOSIS, BIOTECHNO, CA, 
CANCERLIT, CAPLUS, EMBASE, MEDLINE, NAPRALERT, TOXCENTER 
(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation (+) . 



OAc 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

12 REFERENCES IN FILE CA (1957 TO DATE) 

12 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 36 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 54009-33-5 REGISTRY 

CN 5H,14H-Pyrrolo[l* \2 ? 1 : 4 ' , 5 ' ] pyrazino [ 1 » , 2 ' : 1, 6] pyrido [3, 4-b] indole-5, 14 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-5a, 6-dihydroxy-9-methoxy-ll- (3- 
methylbutyl) -12- (2-methylpropyl) -, [ 5aR- ( 5a . alpha . , 6. alpha. , 12 .beta. , 14a 
lpha.)]- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Tetrahydrofumitremorgin B 

CN Tetrahydrolanosulin 
FS STEREOSEARCH 
MF C27 H37 N3 05 

LC STN Files: BEILSTEIN* , CA, CAPLUS, TOXCENTER 

(*File contains numerically searchable property data) 

Absolute stereochemistry. , 




OH 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

3 REFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 37 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 54009-32-4 REGISTRY 

CN 5H, 14H-Pyrrolo [ 1 " , 2 r ' : 4 ' , 5 ' ] pyrazino [ 1 ' , 2 1 : 1 , 6] pyrido [3, 4-b] indole-5, 14 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-5a, 6-dihydroxy-9-methoxy-ll- (3- 
methylbutyl ) -12- ( 2-methyl-l-propenyl ) - , [ 5aR- ( 5a . alpha . , 6 . alpha . , 12 . beta 
14a. alpha. ) ]- (9CI) (CA INDEX NAME) 



OTHER NAMES: 

CN 22 ,23-Dihydrofumitremorgin B 
CN Dihydrofumitremorgin B 

CN Dihydrolanosulin . 
FS STEREOSEARCH 
MF C27 H35 N3 05 

LC STN Files: BEILSTEIN*, CA, CAPLUS, TOXCENTER 

(*File contains numerically searchable property data) 

Absolute stereochemistry. 




OH O 



**PROPERTY DATA AVAILABLE IN THE 'PROP 1 . FORMAT** 

. 3 REFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 38 OF 40 REGISTRY COPYRIGHT 2003 ACS 
RN 12626-18-5 REGISTRY 

CN 5H, 12H-3, 4-Dioxa-5a, 11a, 15a-triazacyclooct [ lm] indeno [5, 6-b] fluorene- 

11, 15 (2H, 13H) -dione, 1, 10, 10a, 14, 14a, 15b-hexahydro-10a-hydroxy-7-methoxy- 
. 2,2-dimethyl-10- [ ( 3-methyl-2-butenyl ) oxy] -5- (2-methyl-l-propenyl ) - , 
(5R, 10S,10aR, 14aS,15bS)- (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 5H, 12H-3, 4-Dioxa-5a, 11a, 15a-triazacyclooct [lm] indeno [5, 6-b] f luorene- 

11, 15 (2H, 13H) -dione, 1,10, 10a, 14, 14a, 15b-hexahydro-10a-hydroxy-7-methoxy- 
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TI Cross-resistance to diverse drugs is associated with primary 

cisplatin resistance in ovarian cancer cell lines 
AU Hamaguchi, Kinya; Godwin, Andrew K. ; Yakushiji, Michiaki; O'Dwyer, Peter 

J.; Ozols, Robert F. ; Hamilton, Thomas C. 
CS Dep. Med. Oncol., Fox Chase Cancer Cent., Philadelphia, PA, 19111, USA 
SO Cancer Research (1993), 53(21), 5225-32 

CODEN: CNREA8; ISSN: 0008-5472 
DT Journal 
LA English 
CC 1-6 (Pharmacology) 

AB The authors have previously obtained, by exposure to near continuous 
increasing concns . of cisplatin, a panel of human ovarian cancer cell 
lines that exhibit a wide range of primary resistance to the 
drug (9- to >400-fold) . These cells had strikingly increased (4- to 
50-fold) levels of glutathione (GSH) as compared with the drug-sensitive 
cells of origin (A. K. Godwin et al . , Proc. Natl. Acad. Sci. USA, 89: 
3070-3074, 1992). Using this panel of resistant cell lines, the authors 
evaluated cross-resistance to classical alkylating agents, 
natural product drugs, and irradn. Cross -resistance to 

carboplatin paralleled that of cisplatin, culminating is .apprx. 250-fold 
resistance. Similarly, melphalan cross -resistance 

continued to increase to >400-fold and again paralleled the primary 
cisplatin resistance. Cell lines with low to very high levels 
of resistance to cisplatin are 8-850-fold resistant to the 
epipodophyllotoxin deriv. etoposide. Cross-resistance is also 
obsd. for other natural product drugs, including Adriamycin 
( .apprx. 80-fold) , mitoxantrone (. apprx . 440-fold) , and taxol 
(. apprx. 40-fold) . Cross -resistance to irradn. is, however, 
modest (<2-fold) . The cells with greatest primary resistance to 
cisplatin most commonly had the highest cross-resistance to the 
other drugs examd. The cross-resistance to the natural produce 
category drugs was found not to be mediated by the products of either the 
multidrug resistance 1 (MDR1) or multidrug resistance 
-assocd. protein (MRP) genes based on lack of coordinate 
increased expression or amplification of these genes as assessed by 
.Northern and Southern blot analyses. Also, verapamil failed to markedly 
increase drug sensitivity. Although there was no indication that these 
natural product drug efflux pumps were operative, the authors obsd. 
decreased doxorubicin accumulation in these cell lines cross-resistant to 
natural products. Alternations in DNA topoisomerase II mRNA levels, which 
were obsd. in human tumor cell lines selected in vitro for 
resistance to etoposide or teniposide, were not detected. Only 
intracellular levels of GSH correlated with cross-resistance to 
these diverse anticancer agents and partial loss of resistance 
was assocd. with a marked decrease in glutathione levels. In the absence 
of alternative mechanisms, the authors speculate that the very broad clin. 
relevant cross-resistance seen in this model system may, at 
least in part, be the direct result of GSH-mediated drug inactivation or 
may be due to a combination of GSH conjugation to drug and conjugate 
efflux mediated by the putative ATP-dependent glutathione S-conjugate 
export pump. 
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modest (<2-fold) . The cells with greatest primary resistance to 
cisplatin most commonly had the highest .cross-resistance to the 
other drugs examd. The cross-resistance to the natural produce 
category drugs was found not to be mediated by the products of either the 
multidrug resistance 1 (MDR1) or multidrug resistance 
-assocd. protein (MRP) genes based on lack of coordinate 
increased expression or amplification of these genes as assessed by 
Northern and Southern blot analyses. Also, verapamil failed to markedly 
increase drug sensitivity. Although there was no indication that these 
natural product drug efflux pumps were operative, the authors obsd. 
decreased doxorubicin accumulation in these cell lines cross-resistant to 
natural products. Alternations in DNA topoisomerase II mRNA levels, which 
were obsd. in human tumor cell lines selected in vitro for 
resistance to etoposide or teniposide, were not detected. Only 
intracellular levels of GSH correlated with cross-resistance to 
these diverse anticancer agents and partial loss of resistance 
was assocd. with a marked decrease in glutathione levels. In the absence 
of alternative mechanisms, the authors speculate that the very broad clin. 
relevant cross-resistance seen in this model system may, at 
least in part, be the direct result of GSH-mediated drug inactivation or 
may be due to a combination of GSH conjugation to drug and conjugate 
efflux mediated by the putative ATP-dependent glutathione S-conjugate 
export pump. 
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TI Alterations in expression of the multidrug resistance-associated 
protein (MRP) gene in high-grade transitional cell carcinoma of 
the bladder 

AU Clifford, S. C; Neal, D. E . ; Lunec, J. 

CS Medical School, University of Newcastle-upon-Tyne, Newcastle-upon-Tyne, 
NE2 4HH, UK 

SO British Journal of Cancer (1996), 73(5), 659-66 

CODEN: BJCAAI; ISSN: 0007-0920 
PB Stockton 
DT Journal 
LA English 

CC 14-1 (Mammalian Pathological Biochemistry) 
Section cross-reference ( s ) : 1 

AB Expression of the MRP gene has been demonstrated in vitro to be 
a causal factor in .non-P-glycoprotein-mediated multidrug 
resistance, and is implicated in resistance to a no. of 

the chemotherapeutic agents currently used in the treatment of high-grade 
transitional cell carcinoma (TCC) of the bladder (doxorubicin, epirubicin 
and vinblastine) . Using a sensitive RT-PCR-based technique, we have, 
quantified MRP mRNA levels in a series of untreated TCC (n=24), 
normal bladder (n=5) and control tissue and cell line samples. 
MRP mRNA was widely expressed and detectable in all samples 
analyzed, with considerable (up to 190-fold) variation obsd. between 
individual tumor samples. MRP mRNA levels found in TCC samples 
were lower than those detd. for normal peripheral mononucleocyte 
(2.3-fold) and testis (4.1-fold) samples, previously reported to be 
high-expressing tissues, and varied over a similar range to that obsd. in 
normal bladder samples. Results indicate that MRP mRNA levels 
in a greater proportion of high-grade (G3) bladder tumors (55%, 6/11) are 
significantly reduced (P=0.018) compared with low- and moderate-grade 
(Gl/2) bladder tumors (8%, 1/13), and suggest that MRP mRNA 
levels frequently become reduced as a consequence of tumor progression to 
advanced, poorly differentiated disease. No correlation was apparent 
between MRP and MDR1 mRNA levels, thus providing no evidence to 
suggest common regulation of the two genes. In a limited no. of patients, 
no evidence was found to support a role for MRP mRNA levels as a 
determinant of response to chemotherapy in patients being uniformly 
treated with either cisplatin-methotrexate-vinblastine (n=6) or 
epirubicin-cisplatin-methotrexate (n=4) regimens. Similarly, no overall 
pattern of altered MRP mRNA expression was obsd. following 
chemotherapy in four patients from whom post chemotherapy biopsies were 
taken. This study provides a useful pilot investigation regarding the 
level, variation and pattern of MRP mRNA expression in TCC of 
the bladder, and suggests that further studies to establish the clin. 
significance of these variations are required. 
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RL: BOC (Biological occurrence); BSU (Biological study, unclassified) ; 
BIOL (Biological study); OCCU (Occurrence) 

(multidrug resistance-assocd. protein (MRP) ; 

multidrug resistance-assocd. protein gene expression in human 
high-grade transitional cell carcinoma of the bladder) 

IT Neoplasm inhibitors 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 

IT Ribonucleic acids, messenger 



RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study) ; OCCU (Occurrence) 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 
IT Bladder 

(neoplasm, transitional cell carcinoma, multidrug resistance 
-assocd. protein gene expression in human high-grade transitional cell 
carcinoma of the bladder) 
IT 59-05-2, Methotrexate 865-21-4, Vinblastine 15663-27-1, 
Cisplatin 56420-45-2, Epirubicin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 
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AN 1996:96400 CAPLUS 
DN 124:193617 

TI Non-P-glycoprotein-mediated atypical multidrug resistance in a 

human bladder cancer cell line 
AU Naito, Seiji; Hasegawa, Shuji; Yokomizo, Akira; Koga, Hirofumi; Kotoh, 

Shuji; Kuwano, Michihiko; Kumazawa, Joichi 
CS Fac. Medicine, Kyushu Univ. , Fukuoka, 812, Japan 
SO Japanese Journal of Cancer Research (1995), 86(11), 1112-18 

CODEN: JJCREP; ISSN: 0910-5050 
PB Japanese Cancer Association 
DT Journal 
LA English 
CC 1-6 (Pharmacology) 

AB A'human bladder cancer cell line resistant to adriamycin (ADM), T24/ADM9 
has been established in vitro by exposing T24 parent cells to 
progressively higher concns.. of the drug over a period of 12 mo. The 
T24/ADM9 cells were 9 times more resistant to ADM than the T24 parent, and 
showed various degrees of cross-resistance to an ADM deriv. , 
vinca alkaloids and a DNA topoisomerase II (Topo II ) -targeting agent, 
etoposide. No significant difference was obsd. in the cellular 
accumulation of ADM between the T24/ADM9 and T24 parent cells. A Northern 
blot anal, showed an overexpression of multidrug resistance 
-assocd. protein (MRP) mRNA, but no overexpression of multidrug 
resistance-1 (MDR1) mRNA was obsd. in the T24/ADM9 cells. A flow 
cytometric anal, showed that the MDR1 gene product, P-glycoprotein (Pgp) , 
is not expressed on the T24/ADM9 cells. T24/ADM9 showed approx. the 
parental level of DNA Topo II catalytic activity. In Western blot and 
Northern blot analyses, however, the cellular level of DNA Topo II was 
apparently much lower in T24/ADM9 than in the T24 parent. Thus, these 
results suggest that a decreased cellular level of DNA Topo II and an 
overexpression of MRP gene may be responsible, for the expression 
of an MDR phenotype in the T24/ADM9 cells and that such non-Pgp-mediated, 
atypical MDR may develop in bladder cancer treated with chemotherapy 
including ADM. 

ST atypical multidrug resistant bladder cancer cell 

IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(multidrug resistance; non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line in 
relation to overexpression of MRP gene) 

IT Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(non-P-glycoprotein-mediated atypical multidrug resistance in 

a human bladder cancer cell line in relation to overexpression of 

MRP gene) 
IT Neoplasm inhibitors 

(bladder carcinoma, non-P-glycoprotein-mediated atypical multidrug 

resistance in a human bladder cancer cell line) 
IT Drug resistance 

(multi-, non-P-glycoprotein-mediated atypical multidrug 

resistance in a human bladder cancer cell line) 
IT Bladder 

(neoplasm, carcinoma, inhibitors, non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line) 
IT 50-07-7, Mitomycin C 51-21-8, 5 Fluorouracil 57-22-7, Vincristine 
865-21-4, Vinblastine 15663-27-1, Cisplatin 33419-42-0, 
Etoposide 56420-45-2, Epirubicin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(cross-resistance; non-P-glycoprotein-mediated atypical 



multidrug resistance in a human bladder cancer cell line) 
IT 142805-56-9, DNA topoisomerase II 

RL: BOC (Biological occurrence) ; BSU. (Biological study, unclassified) ; 
BIOL (Biological study) ; OCCU (Occurrence) 

(non-P-glycoprotein-mediated atypical multidrug resistance in 
a human bladder cancer cell line in relation to decreased level of DNA 
Topo II) 
IT 25316-40-9, Adriamycin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(resistance to; non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line) 
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AN 124:193617 CAPLUS 

TI Non-P-glycoprotein-mediated atypical multidrug resistance in a human . 

bladder cancer cell line 
AU Naito, Seiji; Hasegawa, Shuji; Yokomizo, Akira; Koga, Hirofumi; Kotoh, 

Shuji; Kuwano, Michihiko; Kumazawa, Joichi 
CS Fac. Medicine, Kyushu Univ., Fukuoka, 812, Japan 
SO Japanese Journal of Cancer Research (1995), 86(11), 1112-18 

CODEN: JJCREP; ISSN: 0910-5050 
PB Japanese Cancer Association 
DT Journal 
LA English 
CC 1-6 (Pharmacology) 

AB A human bladder cancer cell line resistant to adriamycin (ADM) , T24/ADM9 
has been established in vitro by exposing T24 parent cells to 
progressively higher concns . of the drug over a period of 12 mo. The 
T24/ADM9 cells were 9 times more resistant to ADM than the T24 parent, and 
showed various degrees of cross-resistance to an ADM deriv. , vinca 
alkaloids and a DNA topoisomerase II (Topo II ) -targeting agent, etoposide. 
No significant difference was obsd. in the cellular accumulation of ADM 
between the T24/ADM9 and T24 parent cells. A Northern blot anal, showed 
an overexpression of multidrug resistance-assocd . protein (MRP) mRNA, but 
no overexpression of multidrug resistance-1 (MDR1) mRNA was obsd. in the 
T24/ADM9 cells. A flow cytometric anal, showed that the MDR1 gene 
product, P-glycoprotein (Pgp) , is not expressed on the T24/ADM9 cells. 
T24/ADM9 showed approx. the parental level of DNA Topo II catalytic 
activity. In Western blot and Northern blot analyses, however, the 
cellular level of DNA Topo II was apparently much lower in T24/ADM9 than 
in the T24 parent. Thus, these results suggest that a decreased cellular 
level of DNA Topo II and an overexpression of MRP gene may be responsible 
for the expression of an MDR phenotype in the T24/ADM9 cells and that such 
non-Pgp-mediated, atypical MDR may develop in bladder cancer treated with 
chemotherapy including ADM. 

ST atypical multidrug resistant bladder cancer cell 

IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(multidrug resistance; non-P-glycoprotein-mediated atypical multidrug 
resistance in a human bladder cancer cell line in relation to 
overexpression of MRP gene) 

IT Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(non-P-glycoprotein-mediated atypical multidrug resistance in a human 

bladder cancer cell line in relation to overexpression of MRP gene) 
IT Neoplasm inhibitors 

(bladder carcinoma, non-P-glycoprotein-mediated atypical multidrug 

resistance in a human bladder cancer cell line) 
IT Drug resistance 

(multi-, non-P-glycoprotein-mediated atypical multidrug resistance in a 

human bladder cancer cell line) 
IT Bladder 

(neoplasm, carcinoma, inhibitors, non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line) 
IT 50-07-7, Mitomycin C 51-21-8, 5 Fluorouracil 57-22-7, Vincristine 
865-21-4, Vinblastine 15663-27-1, Cisplatin 33419-42-0, Etoposide 
56420-45-2, Epirubicin 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(cross-resistance; non-P-glycoprotein-mediated atypical multidrug 
resistance in a human bladder cancer cell line) 
IT 142805-56-9, DNA topoisomerase II 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 



IT 



i 



BIOL (Biological study); OCCU (Occurrence) 

(non-P-glycoprotein-mediated atypical multidrug resistance in a human 
bladder cancer cell line in relation to decreased level of DNA Topo II) 

25316-40-9, Adriamycin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(resistance to; non-P-glycoprotein-mediated atypical multidrug 
resistance in a human bladder cancer cell line) 
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116:210833 

Structures of cytotoxic substances and new quinazoline derivatives 
produced by a fungus from a saltwater fish 
.Numata, Atsushi; Takahashi, Chika; Miyamoto, Tamie; Matsushita, Tomochika; 
Kawai, Kenzo; Usami, Yoshihide; Matsumura, Eiko; Inoue, Masatoshi; Ohishi, 
Hirofumi; Shingu, Tetsuro 
Osaka Univ. Pharm. Sci., Osaka, Japan 

Tennen Yuki Kagobutsu Toronkai Koen Yoshishu (1991), 33rd, 723-30 

CODEN: TYKYDS 

Journal 

Japanese 

10-1 (Microbial, Algal, and Fungal Biochemistry) 
Section cross-reference ( s ) : 1 



Me 




Me 



II 



AB Fifteen metabolites were isolated from the mycelium and culture filtrate 

of a strain of Aspergillus fumigatus which existed in the gastrointestinal 
tract of the saltwater fish Pseudolabrus japonicus. Among them, TR-2, 
fumitermorgin C and gliotoxin exhibited significant cytotoxicity against 
the cultured P-388 lymphocytic leukemia cells. Anal, of long range 1H-13C 
COSY and other spectral data for the 5 new metabolites [ f umiquinazoline 
(AFQ-A) (I), -B (II)), -C (III), -D (IV) and-E (V)], exhibiting marginal 
or moderate cytotoxicity, allowed assignment of their structures contg. 
quinazolone and indoline moieties. The ab. stereostructure of III was 
detd. on the basis of x-ray crystallog. anal, as well as of the prodn. of 
L- ( + ) -alanine by acid hydrolysis. The stereochem. of the other 
metabolites was established by deriving I and V from IV and other chem. 
behavior. 

ST Aspergillus f umiquinazoline cytotoxicity structure 
IT Nomenclature, new natural products 

(f umiquinazoline A (quinazoline), from Aspergillus fumigatus) 
IT Aspergillus fumigatus 

(fumiquinazolines from, structure and cytotoxicity of) 
IT Molecular structure, natural- product 

(of f umiquinazoline A (quinazoline), from Aspergillus fumigatus) 
IT Molecular structure, natural product 

(of fumiquinazoline B (quinazoline), from Aspergillus fumigatus) 
IT Molecular structure, natural product 

(of fumiquinazoline C (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline D (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline E (quinazoline), from Aspergillus fumigatus) 



from Aspergillus fumigatus) 
from Aspergillus fumigatus) 



IT Neoplasm inhibitors 

(leukemia, f umiquinazolines as, from Aspergillus fumigatus) 
IT 140715-88-4P 140715-89-5P 140715-90-8P 140852-72-8P 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of) 

IT 67-99-2, Gliotoxin 253-82-7D, Quinazoline, derivs. 12771-72-1, 

Verruculogen 51177-07-2 62867-47-4, Fumigaclavine C 74149-38-5 
111427-99-7, TR 3 111468-06-5 115589-18-9 118974-02-0, Fumitremorgin 
C 137494-04-3 140715-85-1, Fumiquinazoline A • 140715-86-2, 
Fumiquinazoline D 140715-87-3, Fumiquinazoline E 140852-71-7, 
Fumiquinazoline B 140924-01-2, Fumiquinazoline C 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); BIOL (Biological study) 

(structure and cytotoxic activity of, from Aspergillus fumigatus) 



DN 124:285652 

TI Alterations in expression of the multidrug resistance-associated 
protein (MRP) gene in high-grade transitional cell carcinoma of 
the bladder 

AU Clifford, S. C; Neal, D. E.; Lunec, J. 

CS Medical School, University of Newcastle-upon-Tyne, Newcastle-upon-Tyne, 
NE2 4HH, UK 

SO British Journal of Cancer (1996), 73(5), 659-66 

CODEN: BJCAAI; ISSN: 0007-0920 
PB Stockton 
DT Journal 
LA English 

CC 14-1 (Mammalian Pathological Biochemistry) 
Section cross-reference ( s ) : 1 

AB Expression of the MRP gene has been demonstrated in vitro to be 
a causal factor in non-P-glycoprotein-mediated multidrug 
resistance, and is implicated in resistance to a no. of 

the chemotherapeutic agents currently used in the treatment of high-grade 
transitional cell carcinoma (TCC) of the bladder (doxorubicin, epirubicin 
and vinblastine) . Using a sensitive RT-PCR-based technique, we have 
quantified MRP mRNA levels in a series of untreated TCC (n=24) , 
normal bladder (n=5) and control tissue and cell line samples. 
MRP mRNA was widely expressed and detectable in all samples 
analyzed, with considerable (up to 190-fold) variation obsd. between 
individual tumor samples. MRP mRNA levels found in TCC samples 
were lower than those detd. for normal peripheral mononucleocyte 
(2. 3-fold) and testis (4.1-fold) samples, previously reported to be 
high-expressing tissues, and varied over a similar range to that obsd. in 
normal bladder samples. Results indicate that MRP mRNA levels 
in a greater proportion of high-grade (G3) bladder tumors (55%, 6/11) are 
significantly reduced (P=0.018) compared with low- and moderate-grade 
(Gl/2) bladder tumors (8%, 1/13), and suggest that MRP mRNA 
levels frequently become reduced as a consequence of tumor progression to 
advanced, poorly differentiated disease. No correlation was apparent 
between MRP and MDR1 mRNA levels, thus providing no evidence to 
suggest common regulation of the two genes. In a limited no. of patients, 
no evidence was found to support a role for MRP mRNA levels as a 
determinant of response to chemotherapy in patients being uniformly 
treated with either cisplatin-methotrexate-vinblastine (n=6) or 
epirubicin-cisplatin-methotrexate (n=4) regimens. Similarly, no overall 
pattern of altered MRP mRNA expression was obsd. following 
chemotherapy in four patients from whom post chemotherapy biopsies were 
taken. This study provides a useful pilot investigation regarding the 
level, variation and pattern of MRP mRNA expression in TCC of 
the bladder, and suggests that further studies to establish the clin. 
significance of these variations are required. 

ST multidrug resistance protein gene bladder carcinoma 

IT Gene, animal 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(MRP; multidrug resistance-assocd . protein gene 

expression in human high-grade transitional cell carcinoma of the 
bladder) 

IT Proteins, specific or class 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified); 
BIOL (Biological study); OCCU (Occurrence) 

(multidrug resistance-assocd. protein (MRP); 

multidrug resistance-assocd. protein gene expression in human 
high-grade transitional cell carcinoma of the bladder) 

IT Neoplasm inhibitors 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 

IT Ribonucleic acids, messenger 



it 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study); OCCU (Occurrence) 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 
IT Bladder 

(neoplasm, transitional cell carcinoma, multidrug resistance 
-assocd. protein gene expression in human high-grade transitional cell 
carcinoma of the bladder) 
IT 59-05-2, Methotrexate 865-21-4, Vinblastine 15663-27-1, 
Cisplatin 56420-45-2, Epirubicin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 
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TI Structures of cytotoxic substances and new quinazoline derivatives 

produced by a fungus from a saltwater fish 
AU Numata, Atsushi; Takahashi, Chika; Miyamoto, Tamie; Matsushita, Tomochika; 

Kawai, Kenzo; Usami, Yoshihide; Matsumura, Eiko; Inoue, Masatoshi; Ohishi, 

Hirofumi; Shingu, Tetsuro 
CS Osaka Univ. Pharm. Sci., Osaka, Japan 

SO Tennen Yuki Kagobutsu Toronkai Koen Yoshishu (1991), 33rd, 723-30 

CODEN: TYKYDS 
DT Journal 
LA Japanese 

CC 10-1 (Microbial, Algal, and Fungal Biochemistry) 
Section cross-reference ( s ) : 1 
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AB Fifteen metabolites were isolated from the mycelium and culture filtrate 

of a strain of Aspergillus fumigatus which existed in the gastrointestinal 
tract of the saltwater fish Pseudolabrus japonicus. Among them, TR-2, 
fumitermorgin C and gliotoxin exhibited significant cytotoxicity against 
the cultured P-388 lymphocytic leukemia cells. Anal, of long range 1H-13C 
COSY and other spectral data for the 5 new metabolites [ f umiquinazoline 
(AFQ-A) (I), -B (II)), -C (III), -D (IV) and -E (V)], exhibiting marginal 
or moderate cytotoxicity, allowed assignment of their structures contg. 
quinazolone and indoline moieties. The ab. stereos tructure of III was 
detd. on the basis of x-ray crystallog. anal, as well as of the prodn. of 
L- (+) -alanine by acid hydrolysis. The- stereochem. of the other 
metabolites was established by deriving I and V from IV and other chem. 
behavior. 

ST Aspergillus f umiquinazoline cytotoxicity structure 
IT Nomenclature, new natural products 

(f umiquinazoline A (quinazoline), from Aspergillus fumigatus) 
IT Aspergillus fumigatus 

(fumiquinazolines from, structure and cytotoxicity of) 
IT Molecular structure, natural product 

(of fumiquinazoline A (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline B (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline C (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline D (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline E (quinazoline), 



from Aspergillus fumigatus) 
from Aspergillus fumigatus) 
from Aspergillus fumigatus) 
from Aspergillus fumigatus) 
from Aspergillus fumigatus) 



IT Neoplasm inhibitors 

(leukemia, fumiquinazolines as, from Aspergillus fumigatus) 
IT 140715-88-4P 140715-89-5P 140715-90-8P 140852-72-8P 
RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(prepn. of) 

IT 67-99-2, Gliotoxin 253-82-7D, Quinazoline, derivs. 12771-72-1, 

Verruculogen 51177-07-2 62867-47-4, Fumigaclavine C 74149-38-5 
111427-99-7, TR 3 111468-06-5 115589-18-9 118974-02-0, Fumitremorgin 
C 137494-04-3 140715-85-1, Fumiquinazoline A 140715-86-2, 
Fumiquinazoline D 140715-87-3, Fumiquinazoline E 140852-71-7, 
Fumiquinazoline B 140924-01-2, Fumiquinazoline C 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; BIOL (Biological study) 

(structure and cytotoxic activity of, from Aspergillus fumigatus) 
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AN 1994:94935 CAPLUS 
DN 120:94935 

TI Cross-resistance to diverse drugs is associated with primary cisplatin 

resistance in ovarian cancer cell lines 
AU Hamaguchi, Kinya; Godwin, Andrew K.; Yakushiji, Michiaki; O'Dwyer, Peter 

J.; Ozols, Robert F. ; Hamilton, Thomas C. 
CS Dep. Med. Oncol., Fox Chase Cancer Cent., Philadelphia, PA, 19111, USA 
SO Cancer Research { 1993) , " 53 (21) , 5225-32 

CODEN: CNREA8; ISSN: 0008-5472 
DT Journal 
LA English 
CC 1-6 (Pharmacology) 

AB The authors' have previously obtained, by exposure to near continuous 
increasing concns . of cisplatin, a panel of human ovarian cancer cell 
lines that exhibit a wide range of primary resistance to the drug (9- to 
>400-fold) . These cells had strikingly increased (4- to 50-fold) levels 
of glutathione (GSH) as compared with the drug-sensitive cells of origin 
(A. K. Godwin et al . , Proc. Natl. Acad. Sci. USA, 89: 3070-3074, 1992). 
Using this panel of resistant cell lines, the authors evaluated 
cross-resistance to classical alkylating agents, natural product drugs, 
and irradn. Cross-resistance to carboplatin paralleled that of cisplatin, 
culminating is .apprx. 250-fold resistance. Similarly, melphalan 
cross-resistance continued to increase to >400-fold and again paralleled 
the primary cisplatin resistance. Cell lines with low to very high levels 
of resistance to cisplatin are 8-850-fold resistant to the 
epipodophyllotoxin deriv. etoposide. Cross-resistance is also obsd. for 
other natural product drugs, including Adriamycin (. apprx . 80-fold) , 
mitoxantrone (. apprx . 440-fold) , andtaxol (. apprx . 40-fold) . 
Cross-resistance to irradn. is, however, modest (<2-fold) . The cells with 
greatest primary resistance to cisplatin. most commonly had the highest 
cross-resistance to the other drugs examd. The cross-resistance to the 
natural produce category drugs was found not to be mediated by the 
products of either the multidrug resistance 1 (MDR1 ) or multidrug 
resistance-assocd. protein (MRP) genes based on lack of coordinate 
increased expression or amplification of these genes as assessed by 
Northern and Southern blot analyses. Also, verapamil failed to markedly 
increase drug sensitivity. Although there was no indication that these 
natural product drug efflux pumps were operative, the authors obsd. 
decreased doxorubicin accumulation in these cell lines cross-resistant to 
natural products. Alternations in DNA topoisomerase II mRNA levels, which 
were obsd. in human tumor cell lines selected in vitro for resistance to 
etoposide or teniposide, were not detected. Only intracellular levels of 
GSH correlated with cross-resistance to these diverse anticancer agents 
and partial loss of resistance was assocd. with a marked decrease in 
glutathione levels. In the absence of alternative mechanisms, the authors 
speculate that the very broad clin. relevant cross-resistance seen in this 
model system may, at least in part, be the direct result of GSH-mediated 
drug inactivation or may be due to a combination of GSH conjugation to 
drug and conjugate efflux mediated by the putative ATP-dependent 
glutathione S-conjugate export pump. 

ST cisplatin resistance neoplasm cross resistance glutathione 

IT Neoplasm inhibitors 

(cisplatin as, resistance to, cross-resistance to, in humans cells, GSH 
in mechanism of) 

IT Radiation 

(cross-resistance of, in neoplasm of humans, to cisplatin resistance, 

GSH in mechanism of) 
IT Biological transport 

(of doxorubicin, in neoplasm of humans resistance to cisplatin, 

cross-resistance to other agents in) 
IT Drug resistance ' 

(to cisplatin, cross-resistance to, in neoplasm of humans, GSH in 



mechanism of) 

IT 148-82-3, Melphalan 33069-62-4, Taxol 33419-42-0, VP-16 41575-94-4, 
Carboplatin 65271-80-9, Mitoxantrone 
RL: PRP (Properties) 

.(cross-resistance of, in neoplasm of humans, to cisplatin resistance,. 
GSH in mechanism of) 
IT 23214-92-8, Adriamycin 
RL: PRP (Properties) 

(cross-resistance of, in neoplasm of humans, to cisplatin resistance, 
GSH in mechanism of, transport in relation to) 
IT 70-18-8, Glutathione, biological studies 
RL: BIOL (Biological study) 

(in neoplasm of humans resistance to cisplatin, cross-resistance to 
other agents in) 
IT 15663-27-1, Cisplatin 

RL: BIOL (Biological study) 

(resistance to, in neoplasm of humans, cross-resistance in, GSH in 
mechanism of) 
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TI Use of protein kinase inhibitors in preventing multidrug 

resistance in cancer cells 
IN Chaudhary, Preet; Shtil, Alexander A. ; Roninson, Igor B. 
PA Board of Trustees of the University of Illinois, USA 
SO PCT Int. Appl., 75 pp. 
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DT Patent 
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AB Methods are disclosed for preventing the emergence of multidrug 
resistance in tumor cells during cancer chemotherapy. In 

particular, protein kinase inhibitors are used to prevent the induction of 
expression of the multidrug resistance gene (MDR1) encoding 
P-glycoprotein .by chemotherapeutic drugs. MDR1 expression, which results 
in tumor cell resistance to subsequent treatment with certain 
chemotherapeutic drugs, is shown herein to be induced in response to 
treatment with various cytotoxic agents, including such agents that are 
and are not substrates for P-glycoprotein-mediated efflux from cancer 
cells. Inhibitors of protein kinases, in ■ particular protein kinase C, are 
shown to suppress this cellular response. In addn.,such protein kinase 
inhibitors are also shown to inhibit expression of a gene encoding a 
multidrug resistance-assocd . protein (the MRP gene) . 

Methods are disclosed for using such protein kinase inhibitors to both 

suppress induction of MDR1 gene expression by cytotoxic drugs and to 

inhibit expression of MRP. Also provided are methods for 

identifying protein kinase inhibitors that have either or both of these 

effects on MDR1 and MRP expression. Thus, the invention 

provides useful methods and reagents for preventing the emergence of 

multidrug resistance in tumor cells treated with cytotoxic and 

chemotherapeutic drugs in cancer patients undergoing chemotherapy, when 

such protein kinase inhibitors are administered prior to or simultaneous 

with cytotoxic drug treatment in such individuals. 

ST protein kinase inhibitor multidrug resistance inhibition; MDR 

inhibition protein kinase inhibitor; cancer therapy protein kinase 
inhibitor MDR 

IT Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(MRP; protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Lymphocyte 

(differentiation; protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Cell differentiation 

(lymphoid cell; protein kinase inhibitors for prevention of multidrug 



resistance in cancer cells) 
IT Proteins, specific or class, biological studies 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(multidrug resistance-assocd. ; protein kinase inhibitors for 
prevention of multidrug resistance in cancer cells) 
IT Biological transport 
Cytotoxic agents 
HeLa cell 
Lymphoma 

Neoplasm inhibitors 

(protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Glycophosphoproteins • 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(P-, gene mdrl, protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Leukemia 

(T-cell, protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Leukemia 

(acute monocytic, protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Leukemia 

(acute myelogenous, protein kinase inhibitors for prevention of 

multidrug resistance in cancer cells) 
IT Uterus, neoplasm 

(cervix, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
IT Therapeutics 

(chemo-, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
IT Leukemia 

(chronic myelocytic, protein kinase inhibitors for prevention of 

multidrug resistance in cancer cells) 
IT Skin, neoplasm 

(epidermoid carcinoma, protein kinase inhibitors for prevention of 

multidrug resistance in cancer cells) 
IT Sarcoma 

(fibro-, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
IT Neoplasm inhibitors 

(hematol., protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
IT Neoplasm inhibitors 

(leukemia, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
IT .Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(mdrl, protein kinase inhibitors for . prevention of multidrug 
resistance in cancer cells) 
IT Drug resistance 

(multi-, protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Bladder 

Mammary gland 

(neoplasm, protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Thymus gland 

(neoplasm, thymoma, protein kinase inhibitors for prevention of 



multidrug resistance in cancer cells) 
Leukemia 

(promyelocytic, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
Neoplasm inhibitors 

(solid, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
Light 

(white, and calphostin C; protein kinase inhibitors for prevention of 

multidrug resistance in cancer cells) 
59-05-2, Methotrexate 127-07-1, Hydroxyurea 147-94-4, Cytosine 
arabinoside 305-03-3, Chlorambucil 446-72-0, Genistein 865-21-4, 
Vinblastine 1405-10-3, Neomycin sulfate 1405-10-3D, Neomycin sulfate, 
derivs. 15663-27-1, Cisplatin 20830-81-3, Daunorubicin 
25316-40-9, Adriamycin 34316-15-9, Chelerythrine 34316-15-9D, 
Chelerythrine, derivs. 62996-74-1, Staurosporine 62996-74-lD, 
Staurosporine, derivs. 63177-57-1, Methyl 2 , 5-dihydroxycinnamate 
70563-58-5, Herbimycin A 84477-87-2, H7 84477-87-2D, H7, derivs. 
88494-43-3 91742-10-8, HA1004 100827-28-9, Erbstatin 100827-28-9D, 
Erbstatin, derivs. 118409-58-8, Tyrphostin A25 118409-58-8D, 
Tyrphostin A25, derivs. 121263-19-2, Calphostin C 121263-19-2D, 
Calphostin C, derivs. 149092-34-2, Tyrphostin B46 149092-34-2D, 
Tyrphostin B4 6, derivs. 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
9026-43-1, Protein kinase 141436-78-4, Protein kinase C 
RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(protein kinase inhibitors for prevention of multidrug 

resistance 'in cancer cells) 
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TI Structures of cytotoxic substances and new quinazoline derivatives 

'produced by a fungus from a saltwater fish 
AU Numata, Atsushi; Takahashi, Chika; Miyamoto, Tamie; Matsushita, Tomochika; 

Kawai, Kenzo; Usami, Yoshihide; Matsumura, Eiko; Inoue, Masatoshi; Ohishi, 

Hirofumi; Shingu, Tetsuro 
CS Osaka Univ. Pharm. Sci., Osaka, Japan 

SO Tennen Yuki Kagobutsu Toronkai Koen Yoshishu (1991), 33rd, 723-30 

CODEN: TYKYDS 
DT Journal 
LA Japanese 

CC 10-1 (Microbial, Algal, and Fungal Biochemistry) 
Section cross-reference ( s ) : 1 

GI 




AB Fifteen metabolites were isolated from the mycelium and culture filtrate 

of a strain of Aspergillus fumigatus which existed in the gastrointestinal 
tract of the saltwater fish Pseudolabrus japonicus. Among them, TR-2, 
fumitermorgin C and gliotoxin exhibited significant cytotoxicity against 
the cultured P-388 lymphocytic leukemia cells. Anal, of long range 1H-13C 
COSY and other spectral data for the 5 new metabolites [ fumi quinazoline 
(AFQ-A) " (I) , -B (II)), -C (III), -D (IV) and-E (V)], exhibiting marginal 
or moderate cytotoxicity, allowed assignment of their structures contg. 
quinazolone and indoline moieties. The ab. stereostructure of III was 
detd. on the basis of x-ray crystallog. anal, as well as of the prodn. of 
L- (+) -alanine by acid hydrolysis. The stereochem. of the other 
metabolites was established by deriving I and V from IV and other chem. 
behavior. 

ST Aspergillus fumiquinazoline cytotoxicity structure 
IT Nomenclature, new natural products 

(f umiquinazoline A (quinazoline), from Aspergillus fumigatus) 
IT Aspergillus fumigatus 

(fumiquinazolines from, structure and cytotoxicity of) 
IT Molecular structure, natural product 

(of fumiquinazoline A (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline- B (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline C (quinazoline) , 
IT Molecular structure, natural product 

(of fumiquinazoline D (quinazoline), 
IT Molecular structure, natural product 



from Aspergillus 
from Aspergillus 
from Aspergillus 



fumigatus ) 
fumigatus) 
fumigatus ) 



from Aspergillus fumigatus) 



(of fumiquinazoline E (quinazoline) , from Aspergillus fumigatus) 
IT Neoplasm inhibitors 

(leukemia, f umiquinazolines as, from Aspergillus fumigatus) 
IT 140715-88-4P 140715-89^5P 140715-90-8P 140852-72-8P 
RL: S'PN (Synthetic preparation) ; PREP (Preparation) 

(prepn. of) 

IT 67-99-2, Gliotoxin 253-82-7D, Quinazoline, cierivs. 12771-72-1,. 

Verruculogen 51177-07-2 62867-47-4, Fumigaclavine C 74149-38-5 

111427-99-7, TR 3 111468-06-5 115589-18-9 118974-02-0 

, Fumitremorgin C 137494-04-3 140715-85-1, Fumiquinazoline A 

140715-86-2, Fumiquinazoline D 140715-87-3, Fumiquinazoline E 

140852-71-7, Fumiquinazoline B 140924-01-2, Fumiquinazoline C 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified) ; BIOL (Biological study) 

(structure and cytotoxic activity of, from Aspergillus fumigatus) 



AN 1994:94935 . CAPLUS 
DN 120:94935 

TI Cross-resistance to diverse drugs is associated with primary cisplatin 

resistance in ovarian cancer cell lines 
AU Hamaguchi, Kinya; Godwin, Andrew K. ; Yakushiji, Michiaki; O'Dwyer, Peter 

J.; Ozols, Robert F. ; Hamilton, Thomas C. 
CS Dep. Med. Oncol., Fox Chase Cancer Cent., Philadelphia, PA, 19111, USA 
SO Cancer Research (1993), 53(21), 5225-32 

CODEN: CNREA8; ISSN: 0008-5472 
DT Journal 
LA English 
CC 1-6 (Pharmacology) 

AB The authors have previously obtained, by exposure to near continuous 
increasing concns . of cisplatin, a panel of human ovarian cancer cell 
lines that exhibit a wide range of .primary resistance to the drug (9- to 
>400-fold) . These cells had strikingly increased (4- to 50-fold) levels 
of glutathione (GSH) as compared with the drug-sensitive cells of origin 
(A. K. Godwin et al., Proc. Natl. Acad. Sci. USA, 89: 3070-3074, 1992). 
Using this panel of resistant cell lines, the authors evaluated 
cross-resistance to classical alkylating agents, natural product drugs, 
and irradn. Cross-resistance to carboplatin paralleled that of cisplatin, 
culminating is .apprx. 250-fold resistance. Similarly, melphalan 
cross-resistance continued to increase to >400-fold and again paralleled 
the primary cisplatin resistance. Cell lines with low to very high levels 
of resistance to cisplatin are 8-850-fold resistant to the 
epipodophyllotoxin deriv. etoposide. Cross-resistance is also obsd. for 
other natural product drugs, including Adriamycin (. apprx . 80-fold) , 
mitoxantrone (. apprx . 440-fold) , and taxol (. apprx . 40-fold) . 
Cross-resistance to irradn. is, however, modest (<2-fold) . The cells with 
greatest primary resistance to cisplatin most commonly had the highest 
cross-resistance to the other drugs examd. The cross-resistance to the 
natural produce category drugs was found not to be mediated by the 
products of either the multidrug resistance 1 (MDR1) or multidrug 
resistance-assocd. protein (MRP) genes based on lack of coordinate 
increased expression or amplification of these genes as assessed by 
Northern and Southern blot analyses. Also, verapamil failed to markedly 
increase drug sensitivity. Although there was no indication that these 
natural product drug efflux pumps were operative, the authors obsd. 
decreased doxorubicin accumulati on in these cell lines cross— resistant to 
natural products. Alternations in DNA topoisomerase II mRNA levels, which 
were obsd. in human tumor cell lines selected in vitro for resistance to 
• etoposide or teniposide, were not detected. Only intracellular levels of 
GSH correlated with cross-resistance to these diverse anticancer agents 
and partial loss of resistance was assocd. with a marked decrease in 
glutathione levels. In the absence of alternative mechanisms, the authors 
speculate that the very broad clin. relevant cross-resistance seen in this 
model system may, at least in part, be the direct result of GSH-mediated 
drug inactivation or may be due to a combination of GSH conjugation to 
drug and conjugate efflux mediated by the putative ATP-dependent 
glutathione S-conjugate export pump. 

ST cisplatin resistance neoplasm cross resistance glutathione 

IT ' Neoplasm inhibitors 

(cisplatin as, resistance to, cross-resistance to, in humans cells, GSH 
in mechanism of) 

IT Radiation 

(cross-resistance of, in neoplasm of humans, to cisplatin resistance, 

GSH in mechanism of) 
IT Biological transport 

(of doxorubicin, in neoplasm of humans resistance to cisplatin, 

cross-resistance to other agents in) 
IT Drug resistance 

(to cisplatin, cross-resistance to, in neoplasm of humans, GSH in 



mechanism of) 

IT 148-82-3, Melphalan 33069-62-4, Taxol 33419-42-0, VP-16 41575-94-4, 
Carboplatin 65271-80-9, Mitoxantrone 
RL: PRP (Properties) 

(cross-resistance of, in neoplasm of humans, to cisplatin resistance, 
GSH in mechanism of) 
IT 23214-92-8, Adriamycin 
RL: PRP (Properties) 

(cross-resistance of, in neoplasm of humans, to cisplatin resistance, 
GSH in mechanism of, transport in relation to) 
IT 70-18-8, Glutathione, biological studies 
RL: BIOL (Biological study) 

(in neoplasm of humans resistance to cisplatin, cross-resistance to 
other agents in) 
IT 15663-27-1, Cisplatin 

RL: BIOL (Biological study) 

(resistance to, in neoplasm of humans, cross-resistance in, GSH in 
mechanism of) 
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Structures of cytotoxic substances and new quinazoline derivatives 
produced by a fungus from a saltwater fish 

Numata, Atsushi; Takahashi, Chika; Miyamoto, Tamie; Matsushita, Tomochika; 
Kawai, Kenzo; Usami, Yoshihide; Matsumura, Eiko; Inoue, Masatoshi; Ohishi, 
Hirofumi; Shingu, Tetsuro 
Osaka Univ. Pharm. Sci., Osaka, Japan 

Tennen Yuki Kagobutsu Toronkai Koen Yoshishu (1991), 33rd, 723-30 

CODEN: TYKYDS 

Journal 

Japanese 

10-1 (Microbial, Algal, and Fungal Biochemistry) 
Section cross-reference ( s ) : 1 



Me 




II 



AB Fifteen metabolites were isolated from the mycelium and culture filtrate 

of a strain of Aspergillus fumigatus which existed in the gastrointestinal 
tract of the saltwater fish Pseudolabrus japonicus. Among them, TR-2, 
fumitermorgin C and gliotoxin exhibited significant cytotoxicity against 
the cultured P-388 lymphocytic leukemia cells. Anal, of long 
range 1H-13C COSY and other spectral data for the 5 new metabolites 
[fumiquinazoline (AFQ-A) (I), -B (II)), -C (III), -D (IV) and-E (V)], 
exhibiting marginal or. moderate cytotoxicity, allowed assignment of their 
structures contg. quinazolone and indoline moieties. The ab. 
stereostructure of III was detd. on the basis of x-ray crystallog. anal, 
as well as of the prodn. of L- (+) -alanine by acid hydrolysis. The 
stereochem. of the other metabolites was established by deriving I and V 
from IV and other chem. behavior. 
ST Aspergillus fumiquinazoline cytotoxicity structure 
IT Nomenclature, new natural products 

(fumiquinazoline A (quinazoline), from Aspergillus fumigatus) 
IT Aspergillus' fumigatus 

( fumiquinazolines from, structure and cytotoxicity of) 
IT Molecular structure, natural product 

(of fumiquinazoline A (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline B (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline C (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline D (quinazoline), 
IT Molecular structure, natural product 

(of fumiquinazoline E (quinazoline), 



from Aspergillus 
from Aspergillus 
from Aspergillus 
from Aspergillus 
from Aspergillus 



fumigatus) 
fumigatus) 
fumigatus) 
fumigatus ) 
fumigatus) 



IT' Neoplasm inhibitors 

(leukemia, f umiquinazolines as, from Aspergillus fumigatus) 
IT 140715-88-4P 140715-89-5P 140715-90-8P 1408.52-72-8P 
RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. of) 

IT 67-99-2, Gliotoxin 253-82-7D, Quinazoline, derivs. 12771-72-1, 

Verruculogen 51177-07-2 62867-47-4, Fumigaclavine C 74149-38-5 

111427-99-7, TR 3 111468-06-5 115589-18-9 118974-02-0 

, Fumitremorgin C 137494-04-3 140715-85-1, Fumiquinazoline A 

140715-86-2, Fumiquinazoline D 140715-87-3, Fumiquinazoline E 

140852-71-7, Fumiquinazoline B 140924-01-2, Fumiquinazoline C 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified); BIOL (Biological study) 

(structure and cytotoxic activity of, from Aspergillus fumigatus) 



multidrug resistance in a human bladder cancer cell line) 



=> d 112 129 all 

L12 ANSWER 129 OF 129 CAPLUS COPYRIGHT 2003 ACS 
AN 1994:94935 CAPLUS 
DN 120:94935 

TI Cross-resistance to diverse drugs is associated with primary 

cisplatin resistance in ovarian cancer cell lines 
AU Hamaguchi, Kinya; Godwin, Andrew K.; Yakushiji, Michiaki; O'Dwyer, Peter 

J.; Ozols, Robert F. ; Hamilton, Thomas C. 
CS Dep. Med. Oncol., Fox Chase Cancer Cent., Philadelphia, PA, 19111, USA 
SO Cancer Research (1993), 53(21), 5225-32 

CODEN: CNREA8; ISSN: 0008-5472 
DT Journal 
LA English 
CC 1-6 (Pharmacology) 

AB The authors have previously obtained, by exposure to near continuous 
increasing concns. of cisplatin, a panel of human ovarian cancer cell 
lines that exhibit a wide range of primary resistance to the 
'drug (9- to >400-fold) . These cells had strikingly increased (4- to 
50-fold) levels of glutathione (GSH) as compared with the drug-sensitive 
cells of origin (A. K. Godwin et al . , Proc. Natl. Acad. Sci. USA, 89: 
3070-3074, 1992). Using this panel of resistant cell lines, the authors 
evaluated cross-resistance to classical alkylating agents, 
natural product drugs, and irradn. Cross-resistance to 

carboplatin paralleled that of cisplatin, culminating is .apprx. 250-fold 
resistance. Similarly, melphalan cross-resistance. 

continued to increase to >400-fold and again paralleled the primary 
cisplatin resistance. Cell lines with low to very high levels 
of resistance to cisplatin are 8-850-fold resistant to the 
epipodophyllotoxin deriv. etoposide. Cross -resistance is also 
obsd. for other natural product drugs, including Adriamycin 
( .apprx. 80-fold) , mitoxantrone (. apprx. 440-fold) , andtaxol 
( .apprx. 40-fold) . Cross -resistance to irradn. is, however, 
modest (<2-fold) . The cells with greatest primary resistance to 
cisplatin most commonly had the highest cross-resistance to the 
other drugs examd. The cross-resistance to the natural produce 
category drugs was found not to be mediated by the products of either the 
multidrug resistance 1 (MDR1 ) or multidrug resistance 
-assocd. protein (MRP) genes based on lack of coordinate 
increased expression or amplification of these genes as assessed by 
Northern and Southern blot analyses. Also, verapamil failed to markedly 
increase drug sensitivity. Although there was no indication that these 
natural product drug efflux pumps were operative, the authors obsd. 
decreased doxorubicin accumulation in these cell lines cross-resistant to 
natural products. Alternations in DNA topoisomerase II mRNA levels, which 
were obsd. in human tumor cell lines " selected in vitro for 
resistance to etoposide or teniposide, were not detected. Only 
intracellular levels of GSH correlated with cross-resistance to 
these diverse anticancer agents and partial loss of resistance 
was assocd. with a marked decrease in glutathione levels. In the absence 
of alternative mechanisms, the authors speculate that the very broad clin. 
relevant cross-resistance seen in this model system may, at 
least in part, be the direct result of GSH-mediated drug inactivation or 
may be due to a combination of GSH conjugation to drug and conjugate 
efflux mediated by the putative ATP-dependent glutathione S-conjugate 
export pump. 

ST cisplatin resistance neoplasm cross resistance 

glutathione 
IT Neoplasm inhibitors 



(cisplatin as, resistance to, cross-resistance to, 
in humans cells, GSH in mechanism of) 
IT Radiation 

(cross-resistance of, in neoplasm of humans, to cisplatin 
resistance, GSH in mechanism of) 
IT Biological transport 

(of doxorubicin, in neoplasm of humans resistance to 
cisplatin, cross-resistance to other agents in) 
IT Drug resistance 

(to cisplatin, cross-resistance to, in neoplasm of humans, 
GSH in mechanism of) 
IT 148-82-3, Melphalan 33069-62-4, Taxol 33419-42-0, VP- 16 41575-94-4, 
Carboplatin 65271-80-9, Mitoxantrone 
RL: PRP (Properties) 

(cross -resistance of, in neoplasm of humans, to cisplatin 
resistance, GSH in mechanism of) 
IT 23214-92-8, Adriamycin 
RL: PRP (Properties) 

(cross-resistance of, in neoplasm of humans, to cisplatin 
resistance, GSH in mechanism of, transport in relation to) 
IT 70-18-8, Glutathione, biological studies 
RL: BIOL (Biological study) 

(in neoplasm of humans resistance to cisplatin, cross- 
resistance to other agents in) 
IT 15663-27-1, Cisplatin 

RL: BIOL (Biological study) 

(resistance to, in neoplasm of humans, cross- 
resistance in, GSH in mechanism of) 

=> d his 

(FILE 1 HOME * ENTERED AT 15:54:12 ON 19 JUN 2003) 

FILE 'CAPLUS' ENTERED AT 15:54:21 ON 19 JUN 2003 

FILE 1 REGISTRY 1 ENTERED AT 15:55:33 ON 19 JUN 2003 
Ll OS CISPLATEN 

E CISPLATEN 
L2 16 S E4 

L3 8 S FUMITREMORGIN C 

FILE 'CAPLUS' ENTERED AT 15:57:27 ON 19 JUN 2003 



L4 


0 


S 


Ll 


L5 


14128 


S 


L2 


L6 


53 


S 


L3 


L7 


2 


s 


L5 AND L6 






E 


RESISTANCE 


L8 


901098 


S 


E3 


L9 


15 


s 


L8 AND L6 


L10 


2634 


s 


L5 AND L8 ■ 


Lll 


2146 


s 


MRP 


L12 


129 


s 


L10 AND Lll 



=> 

Logging off of STN 



=> 

Executing the logoff script... 



CC 1-6 (Pharmacology) 

AB A human bladder cancer cell line resistant to adriamycin (ADM) , T24/ADM9 
has been established in vitro by exposing T24 parent cells to 
progressively higher concns . of the drug over a period of 12 mo. The 
T24/ADM9 cells were 9 times more resistant to ADM than the T24 parent, and 
showed various degrees of cross-resistance to an ADM deriv. , 
vinca alkaloids and a DNA topoisomerase II (Topo II ) -targeting agent, 
etoposide. No significant difference was obsd.in the cellular 
accumulation of ADM between the T24/ADM9 and T24 parent cells. A Northern 
blot anal, showed an overexpression of multidrug resistance 
-assocd. protein (MRP) mRNA, but no overexpression of multidrug 
resistance-1 (MDR1) mRNA was obsd. in the T24/ADM9 cells. A flow 
cytometric anal, showed that the MDR1 gene product, P-glycoprotein (Pgp) , 
is not expressed on the T24/ADM9 cells. T24/ADM9 showed approx. the 
parental level of DNA Topo II catalytic activity. In Western blot and 
Northern blot analyses, however, the cellular level of DNA Topo II was 
apparently much lower in T24/ADM9 than in the T24 parent. Thus, these 
results suggest that a decreased cellular level of DNA Topo II and an 
overexpression of MRP gene may be responsible for the expression 
of an MDR phenotype in the T24/ADM9 cells and that such non-Pgp-mediated, 
atypical MDR may develop in bladder cancer treated with chemotherapy 
including ADM. 

ST atypical multidrug resistant bladder cancer cell 

IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(multidrug resistance; non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line in 
relation to overexpression of MRP gene) 

IT Gene, animal 

RL: BPR (Biological process)'; BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(non-P-glycoprotein-mediated atypical multidrug resistance in 
a human bladder cancer cell line in relation to overexpression of 
MRP gene) 
IT Neoplasm inhibitors 

(bladder carcinoma, non-P-glycoprotein-mediated atypical multidrug 
resistance in a human bladder cancer cell line) 
IT Drug resistance 

(multi-, non-P-glycoprotein-mediated atypical multidrug 
resistance in a human bladder cancer cell line) 
IT Bladder 

(neoplasm, carcinoma, inhibitors, non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line) 
IT 50-07-7, Mitomycin C 51-21-8, 5 Fluorouracil 57-22-7, Vincristine 
865-21-4, Vinblastine 15663-27-1, Cisplatin 33419-42-0, 
Etoposide 56420-45-2, Epirubicin 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; ' THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(cross-resistance; non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line) 
IT 142805-56-9, DNA topoisomerase II 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study); OCCU (Occurrence) 

(non-P-glycoprotein-mediated atypical multidrug resistance in 
a human bladder cancer cell line in relation to decreased level of DNA 
Topo II) 
IT 25316-40-9, Adriamycin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(resistance to; non-P-glycoprotein-mediated atypical 
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L9 ANSWER 14 OF 15 CAPLUS COPYRIGHT 2003 ACS 
AN 1999:173577 CAPLUS 
DN 131:13477 

TI Multiple mechanisms confer drug resistance to mitoxantrone in 

the human 8226 myeloma cell line 
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AB Methods are disclosed for preventing the emergence of multidrug 
resistance in tumor cells during cancer chemotherapy. In 

particular, protein kinase inhibitors are used to prevent the induction of 
expression of the multidrug resistance gene (MDR1) encoding 
P-glycoprotein by chemotherapeutic drugs. MDR1 expression, which results 
in tumor cell resistance to subsequent treatment with certain 
chemotherapeutic drugs, is shown herein to be induced in response to 
treatment with various cytotoxic agents, including such agents that are 
and are not substrates for P-glycoprotein-mediated * efflux from cancer 
cells. Inhibitors of protein kinases, in particular protein kinase C, are 
shown to suppress this cellular response. In addn., such protein kinase 
inhibitors are also shown to inhibit expression of a gene encoding a 
multidrug resistance-assocd. protein (the MRP gene). 

Methods are disclosed for using such protein kinase inhibitors to both 

suppress induction of MDR1 gene expression by cytotoxic drugs and to 

inhibit expression of MRP . Also provided are methods for 

identifying protein kinase inhibitors that have either or both of these 

effects on MDR1 and MRP expression. Thus, the invention 

provides useful methods and reagents for preventing the emergence of 

multidrug resistance in tumor cells treated with cytotoxic and 

chemotherapeutic drugs in cancer patients undergoing chemotherapy, when 

such protein kinase inhibitors are administered prior to or simultaneous 

with cytotoxic drug treatment in such individuals. 

ST protein kinase inhibitor multidrug resistance inhibition; MDR 

inhibition protein kinase inhibitor; cancer therapy protein kinase • 
inhibitor MDR 

IT Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(MRP; protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT Lymphocyte 

(differentiation; protein kinase inhibitors for prevention of multidrug 
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IT Proteins, specific or class, biological studies 
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Cytotoxic agents 
HeLa cell 
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multidrug resistance in cancer cells) 
Sarcoma 

(fibro-, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
Neoplasm inhibitors 

(hematol., protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
Neoplasm inhibitors 

(leukemia, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(mdrl, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
Drug resistance 

(multi-, protein kinase inhibitors for prevention of multidrug . 

resistance in cancer cells) 
Bladder 
Mammary gland 

(neoplasm, protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
Thymus gland 

(neoplasm, thymoma, protein kinase inhibitors for prevention of 
multidrug resistance in cancer cells) 
Leukemia 

(promyelocytic, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
Neoplasm inhibitors 

(solid, protein kinase inhibitors for prevention of multidrug 

resistance in cancer cells) 
Light 

(white, and calphostin C; protein kinase inhibitors for prevention of 



multidrug resistance in cancer cells) 
IT 59-05-2, Methotrexate 127-07-1, Hydroxyurea 147-94-4, Cytosine 

arabinoside 305-03-3, Chlorambucil 446-72-0, Genistein 865-21-4, 
Vinblastine 1405-10-3, Neomycin sulfate 1405-10-3D, Neomycin sulfate, 
derivs. 15663-27-1, Cisplatin 20830-81-3, Daunorubicin 
25316-40-9, Adriamycin 34316-15-9, Chelerythrine 34316-15-9D, 
Chelerythrine, derivs. 62996-74-1, Staurosporine 62996-74-1D, 
Staurosporine, derivs. 63177-57-1, Methyl 2 , 5-dihydroxycinnamate 
70563-58-5, Herbimycin A 84477-87-2, H7 84477-87-2D, H7, derivs. 
88494-43-3 91742-10-8, HA1004 100827-28-9, Erbstatin 100827-28-9D, 
Erbstatin, derivs. 118409-58-8, Tyrphostin A25 118409-58-8D, 
Tyrphostin A25, derivs. 121263-19-2, Calphostin C 12 1263-19-2D, 
Calphostin C, derivs. 149092-34-2, Tyrphostin B46 149092-34-2D, 
Tyrphostin B46, derivs. 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
. study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
IT 9026-43-1, Protein kinase 141436-78-4, Protein kinase C 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(protein kinase inhibitors for prevention of multidrug 
resistance in cancer cells) 
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TI Alterations in expression of the multidrug resistance-associated 
protein (MRP) gene in high-grade transitional cell carcinoma of 
the bladder 

AU Clifford, S. C; Neal, D. E. ; Lunec, J. 

CS Medical School, University of Newcastle-upon-Tyne, Newcastle-upon-Tyne, 
NE2 4HH, UK 

SO British Journal of Cancer (1996), 73(5), 659-66 

CODEN: BJCAAI; ISSN: 0007-0920 
PB Stockton 
DT Journal 
LA English 

CC 14-1 (Mammalian Pathological Biochemistry) 
Section cross-reference (s ) : 1 

AB Expression of the MRP gene has been demonstrated in vitro to be 
a causal factor in non-P-glycoprotein-mediated multidrug 
resistance, and is implicated in resistance to a no. of 

the chemotherapeutic agents currently used in the treatment of high-grade 
transitional cell carcinoma (TCC) of the bladder (doxorubicin, epirubicin 
and vinblastine) . Using a sensitive RT-PCR-based technique, we have 
quantified MRP mRNA levels in a series of untreated TCC (n=24), 
normal bladder (n=5) and control tissue and cell line samples. 
MRP mRNA was widely expressed and detectable in all samples 
analyzed, with considerable (up to 190-fold) variation obsd. between 
individual tumor samples. MRP mRNA levels found in TCC samples 
were lower than those detd. for normal peripheral mononucleocyte 
(2.3-fold) and testis (4.1-fold) samples, previously reported to be 
high-expressing tissues, and varied over a similar range to that obsd. in 
normal bladder samples. Results indicate that MRP mRNA levels 
.in a greater proportion of high-grade (G3) bladder tumors (55%, 6/11) are 
significantly reduced (P=0.018) compared with low- and moderate-grade 
(Gl/2) bladder tumors (8%, 1/13), and suggest that MRP mRNA 



. levels frequently become reduced as a consequence of tumor progression to 
advanced, poorly differentiated disease. No correlation was apparent 
between MRP and MDR1 mRNA levels, thus providing no evidence to 
suggest common regulation of the two genes. In a limited no. of patients, 
no evidence was found to support a role for MRP mRNA levels as a 
determinant of response to chemotherapy in patients being uniformly 
treated with either cisplatin-methotrexate-vinblastine (n=6) or 
epirubicin-cisplatin-methotrexate (n=4)' regimens. Similarly, no overall 
pattern of altered MRP mRNA expression was obsd. following 
chemotherapy in four patients from whom post chemotherapy biopsies were 
taken. This study provides a useful pilot investigation regarding the 
level, variation and pattern of MRP mRNA expression in TCC of 
the bladder, and suggests that further studies to establish the clin. 
significance of these variations are required. 

ST multidrug resistance protein gene bladder carcinoma 

IT Gene, animal 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(MRP; multidrug resistance-assocd. protein gene 

expression in human high-grade transitional cell carcinoma of the 
bladder) 

IT Proteins, specific or class 

RL: BOC (Biological occurrence) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study) ; OCCU (Occurrence) 

(multidrug resistance-assocd. protein (MRP) ; 

multidrug resistance-assocd. protein gene expression in human 
high-grade transitional cell carcinoma of the bladder) 

IT Neoplasm inhibitors 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 

IT Ribonucleic acids, messenger 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study) ; OCCU (Occurrence) 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 

IT Bladder 

(neoplasm, transitional cell carcinoma, multidrug resistance 
-assocd. protein gene expression in human high-grade transitional cell 
carcinoma of the bladder) 
IT 59-05-2, Methotrexate 865-21-4, Vinblastine 15663-27-1, 
Cisplatin 56420-45-2, Epirubicin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(multidrug resistance-assocd. protein gene expression in 
human high-grade transitional cell carcinoma of the bladder) 
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TI Non-P-glycoprotein-mediated atypical multidrug resistance in a 

human bladder cancer cell line 
AU Naito, Seiji; Hasegawa, Shuji; Yokomizo, Akira; Koga, Hirofumi; Kotoh, 

Shuji; Kuwano, Michihiko; Kumazawa, Joichi 
CS Fac. Medicine, Kyushu Univ., Fukuoka, 812, Japan. 
SO Japanese Journal of Cancer Research (1995), 86(11), 1112-18 

CODEN: JJCREP; ISSN: 0910-5050 
PB Japanese Cancer Association 
DT Journal 
LA English 
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TI Breast cancer resistance protein (BCRP/ABCG2) induces cellular resistance 

to HIV-1 nucleoside reverse transcriptase inhibitors 
AU Wang, Xin; Furukawa, Tatsuhiko; Nitanda, Takao; Okamoto, Mika; Sugimoto, 

Yoshikazu; Akiyama, Shin-Ichi; Baba, Masanori 
CS Division of Human Retroviruses, Center for Chronic Viral Diseases, Faculty 

of Medicine, Kagoshima University, Kagoshima, Japan 
SO Molecular Pharmacology (2003), 63(1), 65-72 

CODEN: MOPMA3; ISSN: 0026-895X 
PB American Society for Pharmacology and Experimental Therapeutics 
DT Journal 
LA English 
CC 1-5 (Pharmacology) 

AB Breast cancer resistance protein (BCRP/ABCG2) is a novel member of 

ATP-binding cassette transporters, which induce multidrug resistance in 
cancer cells. We found that a high level of BCRP expression in CD4+ T 
cells conferred cellular resistance to human immunodeficiency virus type-1 
(HIV-1) nucleoside reverse transcriptase inhibitors. The cell line 
MT-4/DOX500 was established through the long-term culture of MT-4 cells in 
the presence of doxorubicin (DOX) and had reduced sensitivity to not only 
DOX but also zidovudine (AZT) . MT-4/DOX500 cells showed reduced 
intracellular accumulation and retention of DOX and increased 
ATP-dependent rhodamine 123 efflux. The cells were also resistant to 
several anticancer agents such as mitoxantrone, 7-ethyl-10- [ 4- ( 1- 
piperidino) -1-piperidino] carbonyloxycamptothecin, and 7-ethyl-10- 
hydroxycamptothecin. AZT was 7.5-fold less inhibitory to HIV-1 
replication in MT-4/DOX500 cells than in MT-4 cells. Furthermore, the 
anti-HIV-1 activity of lamivudine was severely impaired in MT-4/DOX500 
cells. In contrast, the antiviral activity of non-nucleoside reverse 
transcriptase inhibitors and protease inhibitors was not affected in the 
cells. MT-4/DOX500 cells expressed glycosylated BCRP but not 
P-glycoprotein (ABCB1) , multidrug resistance protein 1, 2, or 4 (ABCC1, 
-2, or -4), or lung resistance-related protein. In addn., the 
BCRP-specific inhibitor fumitremorgin C completely abolished the 
resistance of MT-4/DOX500 cells to AZT as well as to DOX. An anal, for 
intracellular metab. of AZT suggests that the resistance is attributed to 
the increase of ATP-dependent efflux of its metabolites, presumably AZT 
5 1 -monophosphate, • in MT-4/DOX500 cells. 

ST lamivudine zidovudine antiviral BCRP ABCG2 protein anticancer doxorubicin 
resistance 

IT Multidrug resistance proteins 

RL:.BSU (Biological study, unclassified); BIOL (Biological study) 

(BCRP (breast, cancer resistance protein) ; breast cancer resistance 
protein induces cellular resistance to HIV-1 NRTIs in DOX-resistant 
CD4+ T-cell lines) 

IT Multidrug resistance proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(MRP1; breast cancer resistance protein induces cellular resistance to 
HIV-1 NRTIs in DOX-resistant CD4+ T-cell' lines) 

IT Multidrug resistance proteins 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(MRP2; breast cancer resistance protein induces cellular resistance to 



HIV-1 NRTIs in DOX- resistant CD4 + T-cell lines) 
IT Multidrug resistance proteins 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(MRP4; breast cancer resistance protein induces cellular resistance to 
HIV-1 NRTIs in DOX-resistant CD4 + T-cell lines) 
IT Drug resistance 

(antitumor; breast cancer resistance protein induces cellular 
resistance to HIV-1 NRTIs in DOX-resistant CD4 + T-cell lines) 
IT Glycosylation 

(biol.; breast cancer resistance protein induces cellular resistance to 
HIV-1 NRTIs in DOX-resistant CD4 + T-cell lines) 
IT Antitumor agents 
Antiviral agents 
Cytotoxic agents 
Human 

Multidrug resistance 

(breast cancer resistance protein induces cellular resistance to HIV-1 
NRTIs in DOX-resistant CD4+ T-cell lines) 
IT Antitumor agents 

(resistance to; breast cancer resistance protein induces cellular 
resistance to HIV-1 NRTIs in DOX-resistant CD4+ T-cell lines) 
IT 118974-02-0, Fumitremorgin C 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(breast cancer resistance protein induces cellular resistance to HIV-1 
NRTIs in DOX-resistant CD4+ T-cell lines) 
IT 23214-92-8, Doxorubicin 29706-85-2, AZT 5 1 -monophosphate 30516-87-1, 
Zidovudine 92586-35-1, 3 1 -Azido-3 1 -deoxythymidine triphosphate 
106060-89-3, 3' -Azido-3 1 -deoxythymidine diphosphate 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); PKT 
(Pharmacokinetics); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(breast cancer resistance protein induces cellular resistance to HIV-1 
NRTIs in DOX-resistant CD4 + T-cell lines) 
IT 50-76-0, Actinomycin D 57-22-7, Vincristine 3056-17-5, Stavudine 
15663-27-1, Cisplatin 33069-62-4, Paclitaxel 33419-42-0, 
Etoposide 62669-70-9, rhodamine 123 65271-80-9, Mitoxantrone 
69655-05-6, Didanosine 100286-90-6, CPT-11 129618-40-2, Nevirapine 
134678-17-4, Lamivudine 149950-60-7, Emivirine 150378-17-9, Indinavir 
159989-64-7, Nelfinavir 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(breast cancer resistance protein induces cellular resistance to HIV-1 
NRTIs in DOX-resistant CD4+ T-cell lines) 
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TI Fumitremorgin C reverses multidrug resistance in cells transfected with 

the breast cancer resistance protein 
AU Rabindran, Sridhar K. ; Ross, Douglas D. ; Doyle, L. Austin; Yang, Weidong; 

Greenberger, Lee M. 

CS Oncology and Immunoinf lammatory Research, Wyeth-Ayerst Research, Pearl 

River, NY, 10965, USA 
SO Cancer Research (2000), 60(1), 47-50 

CODEN: CNREA8; ISSN: 0008-5472 
PB AACR Subscription Office 
DT Journal 
LA English 
CC 1-6 (Pharmacology) 

AB Fumitremorgin C (FTC) is a potent and specific chemosensitizing agent in 

cell lines selected for resistance to mitoxantrone that do not overexpress 
P-glycoprotein or multidrug resistance protein. The gene encoding a novel 
transporter, the breast cancer resistance protein (BCRP) , was recently 
overexpressed in a mitoxantrone-selected- human colon cell line, Sl-Ml-3.2, 
which was used to identify FTC. Because the drug-selected cell line may 
contain multiple alterations contributing to the multidrug resistance 
phenotype, the authors examd. the effect of FTC on MCF-7 cells transfected 
with the BCRP gene. The authors report that FTC almost completely 
reverses resistance mediated by BCRP in vitro and is a pharmacol. probe 
for the expression and mol . action of this transporter. 

ST fumitremorgin C multidrug resistance reversal; breast cancer resistance 
protein fumitremorgin C 

IT Drug resistance 

(antitumor; fumitremorgin C reverses multidrug resistance in cells 
transfected with breast cancer resistance protein in relation to effect 
on drug transport) 

IT Multidrug resistance proteins 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); BIOL (Biological study); 
PROC (Process) 

(breast cancer resistance protein (BCRP); fumitremorgin C reverses 



multidrug resistance in cells transfected with breast cancer resistance 

protein in relation to effect on drug transport) 
IT Biological transport 

(drug; fumi tremor gin C reverses multidrug resistance in cells 

transfected with breast cancer resistance protein in relation to effect 

on drug transport) 
IT Multidrug resistance 

(fumitremorgin C reverses multidrug resistance in cells transfected 

with breast cancer resistance protein in relation to effect on drug 

transport) 
IT Antitumor agents 

(mammary gland; fumitremorgin C reverses multidrug resistance in cells 

transfected with breast cancer resistance protein in relation to effect 

on drug transport) 
IT Mammary gland 
Mammary gland 

(neoplasm, inhibitors; fumitremorgin C reverses multidrug resistance in 
cells transfected with breast cancer resistance, protein in relation to 
effect on drug transport) 
IT Antitumor agents 

(resistance to; fumitremorgin C reverses multidrug resistance in cells 
transfected with breast cancer resistance protein in relation to effect 
on drug transport) 
IT 20830-81-3, Daunorubicin 23214-92-8, Doxorubicin 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSU' (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(fumitremorgin C reverses multidrug resistance in cells transfected 
with breast cancer resistance protein in relation to effect on drug 
transport) 

IT 57-22-7, Vincristine 15663-27-1, cis-Platinum 33069-62-4, 

Paclitaxel 65271-80-9, Mitoxantrone 118974-02-0, Fumitremorgin 
C 123948-87-8, Topotecan 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(fumitremorgin C reverses multidrug resistance in cells transfected 
with breast cancer resistance protein in relation to effect on drug 
transport) 

IT 225918-89-8, BBR 3390 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(intracellular accumulation; fumitremorgin C reverses multidrug 
resistance in cells transfected with breast cancer resistance protein 
in relation to effect on drug transport) 
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E3 


0 


— > CISPLATEN/BI 


E4 


16 


CISPLATIN/BI 


E5 


1 


CISPLATINUM/BI 


E6 


1 


CISPLATYL/BI 


E7 


5 


CISS/BI 


E8 


2 


CISSAGLABERR/BI 


E9 


2 


CISSAGLABERRIMINE/BI 


E10 


2 


CISSAM/BI 


Ell 


5 


CISSAMINE/BI 


E12 


5 


CISSAMPAREINE/BI 



=> se4 

SE4 IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 



Welcome to STN International! Enter x:x 



LOGINID: sssptaul25rxt 
PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* * * 


★ * 


* * 




* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


Jun 


03 


New e-mail delivery for search results now available 


NEWS 


4 


Aug 


08 


PHARMAMarketLetter (PHARMAML) - new on STN 


NEWS 


5 


Aug 


19 


Aquatic Toxicity Information Retrieval (AQUIRE) 










now available on STN 


NEWS 


6 


Aug 


26 


Sequence searching in REGISTRY enhanced 


NEWS 


7 


Sep 


03 


JAPIO has been reloaded and enhanced 


NEWS 


8 


Sep 


16 


Experimental properties added to the REGISTRY file 


NEWS 


9 


Sep 


16 


CA Section Thesaurus available in CAPLUS and CA 


NEWS 


10 


Oct 


01 


CASREACT Enriched with Reactions from 1907 to 1985 


NEWS 


11 


Oct 


24 


BEILSTEIN adds new search fields 


NEWS 


12 


Oct 


24 


Nutraceuticals International (NUTRACEUT) now available on STN 


NEWS 


13 


Nov 


18 


DKILIT has been renamed APOLLIT 


NEWS 


14 


Nov 


25 


More calculated properties added to REGISTRY 


" NEWS 


15 


Dec 


04 


CSA files on STN 


NEWS 


16 


Dec 


17 


PCTFULL now covers WP/PCT Applications from 1978 to date 


NEWS 


17 


Dec 


17 


TOXCENTER enhanced with additional content 


NEWS 


18 


Dec 


17 


Adis Clinical Trials Insight now available on STN 


NEWS 


19 


Jan 


29 


Simultaneous left and ■ right truncation added to COMPENDEX, 










ENERGY, INSPEC 


NEWS 


20 


Feb 


13 


CANCERLIT is no longer being updated 


NEWS 


21 


Feb 


24 


METADEX enhancements 


NEWS 


22 


Feb 


24 


PCTGEN now available on STN 


NEWS 


23 


Feb 


24 


TEMA now available on STN 


NEWS 


24 


Feb 


26 


NTIS now allows simultaneous left and right truncation 


NEWS 


25 


Feb 


26 


PCTFULL now contains images 


NEWS 


26 


Mar 


04 


SDI PACKAGE for monthly delivery of multifile SDI results 


NEWS 


27 


Mar 


20 


EVENTLINE will be removed from STN 


NEWS 


28 


Mar 


24 


PATDPAFULL now available on STN 


NEWS 


29 


Mar 


24 


Additional information for trade-named substances without 










structures available in REGISTRY 


NEWS 


30 


Apr 


11 


Display formats in DGENE enhanced 


. NEWS 


31 


Apr 


14 


MEDLINE Reload 


NEWS 


32 


Apr 


17 


Polymer searching in REGISTRY enhanced 


NEWS 


33 


Jun 


13 


Indexing from 1947 to 1956 added to records in CA/CAPLUS 


NEWS 


34 


Apr 


21 


New current-awareness alert (SDI) frequency in 










WPIDS/WPINDEX/WPIX 


NEWS 


35 


Apr 


28 


RDISCLOSURE now available on STN 


NEWS 


36 


May 


05 


Pharmacokinetic information and systematic chemical names 










added to ■ PHAR 


NEWS 


37 


May 


15 


MEDLINE file segment of TOXCENTER reloaded 


NEWS 


38 


May 


15 


Supporter information for ENCOMPPAT and ENCOMPLIT updated 


NEWS 


39 


May 


16 


CHEMREACT will be removed from STN 


NEWS 


40 


May 


19 


Simultaneous left and right truncation added to WSCA 


NEWS 


41 


May 


19 


RAPRA enhanced with new search field, simultaneous left and 










right truncation 


NEWS 


42 


Jun 


06 


Simultaneous left and right truncation added to CBNB 


NEWS 


43 


Jun 


06 


PASCAL enhanced with additional data 



NEWS EXPRESS April 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 
MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



* STN Columbus 



* * * * * 



FILE 'HOME' ENTERED AT 15:54:12 ON 19 JUN 2003 



=> file caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 1 CAPLUS 1 ENTERED AT 15:54:21 ON 19 JUN 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS 11 FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 19 Jun 2003 VOL 138 ISS 25 
FILE LAST UPDATED: 18 Jun' 2003 (2 0030618/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> d 116:210833 all 

ANSWER 1 CAPLUS COPYRIGHT 2003 ACS 
AN 1992:210833 CAPLUS 
DN 116:210833 

TI Structures of cytotoxic substances and new quinazoline derivatives 

produced by a fungus from a saltwater fish 
AU Numata, Atsushi; Takahashi, Chika; Miyamoto, Tamie; Matsushita, Tomochika; 

Kawai, Kenzo; Usami, Yoshihide; Matsumura, Eiko; Inoue, Masatoshi; Ohishi, 

Hirofumi; Shingu, Tetsuro 
CS Osaka Univ.' Pharm. Sci., Osaka, Japan 



SO Tennen Yuki Kagobutsu Toronkai Koen Yoshishu (1991), 33rd, 723-30 

CODEN : TYKYDS 
DT Journal 
LA Japanese 

CC 10-1 (Microbial, Algal, and Fungal Biochemistry) 
Section cross-reference ( s ) : 1 

GI 



Me 




II 



AB Fifteen metabolites were isolated from the mycelium and culture filtrate 

of a strain of Aspergillus fumigatus which existed in the gastrointestinal 
tract of the saltwater fish Pseudolabrus japonicus. Among them, TR-2, 
fumitermorgin C and gliotoxin exhibited significant cytotoxicity against 
the cultured P-388 lymphocytic leukemia cells. Anal, of long range 1H-13C 
COSY and other spectral data for the 5 new metabolites [ f umiquinazoline 
(AFQ-A) (I), -B (II)), -C (III), -D (IV) and-E (V)], exhibiting marginal 
or moderate cytotoxicity, allowed assignment of their structures contg. 
quinazolone and indoline moieties. The ab. stereos tructure of III was 
detd. on the basis of x-ray crystallog. anal, as well as of the prodn. of 
L- (+) -alanine by acid hydrolysis. The stereochem. of the other 
metabolites was established by deriving I and V from IV and other chem. 
behavior. 

ST Aspergillus f umiquinazoline cytotoxicity structure 
IT Nomenclature, new natural products 

(f umiquinazoline A (quinazoline) , from Aspergillus fumigatus) 
IT Aspergillus fumigatus 

(fumiquinazolines from, structure and cytotoxicity of) 
IT Molecular structure, natural product 

(of f umiquinazoline A (quinazoline), from Aspergillus fumigatus) 
IT Molecular structure, natural product 

(of fumiquinazoline B (quinazoline), from Aspergillus fumigatus) 
IT Molecular structure, natural product 

(of fumiquinazoline C (quinazoline), from Aspergillus fumigatus) 
IT Molecular structure, natural product 

(of fumiquinazoline D (quinazoline), from Aspergillus fumigatus) 
IT Molecular structure, natural product 

(of fumiquinazoline E (quinazoline), from Aspergillus fumigatus) 
IT Neoplasm inhibitors 

(leukemia, fumiquinazolines as, from Aspergillus fumigatus) 
IT 140715-88-4P 140715-89-5P 140715-90-8P 140852-72-8P 
RL: SPN (Synthetic preparation) ; PREP (Preparation)' 

(prepn. of) 

IT 67-99-2, Gliotoxin 253-82-7D, Quinazoline, derivs. 12771-72-1, 

Verruculogen 51177-07-2 62867-47-4, Fumigaclavine C 74149-38-5 



Welcome to STN International! Enter x:x 

LOGINID: sssptaul25rxt 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* * * 


* * 


★ * 


* * 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


Jun 


03 


New e-mail delivery for search results now available 


NEWS 


4 


Aug 


08 


PHARMAMarketLetter (PHARMAML) - new on STN 


NEWS 


5 


Aug 


19 


Aquatic Toxicity Information Retrieval (AQUIRE) 










now available on STN 


NEWS 


6 


Aug 


26 


Sequence searching in REGISTRY enhanced 


NEWS 


7 


Sep 


03 


JAPIO has been reloaded and enhanced 


NEWS 


8 


Sep 


16 


Experimental properties added to the REGISTRY file 


NEWS 


9 


Sep 


16 


CA Section Thesaurus available in CAPLUS and CA 


NEWS 


10 


Oct 


01 


CASREACT Enriched with Reactions from 1907 to 1985 


NEWS 


11 


Oct 


24 


BEILSTEIN adds new search fields 


NEWS 


12 


Oct 


24 


Nutraceuticals International (NUTRACEUT) now available on STN 


NEWS 


13 


Nov 


18 


DKILIT has been renamed APOLLIT 


NEWS 


14 


Nov 


25 


More calculated properties added to REGISTRY 


NEWS 


15 


Dec 


04 


CSA files on STN 


NEWS 


16 


Dec 


17 


PCTFULL now covers WP/PCT Applications from 1978 to date 


NEWS 


17 


Dec 


17 


TOXCENTER enhanced with additional content 


NEWS 


18 


Dec 


17 


Adis Clinical Trials Insight now available on STN 


NEWS 


19 


Jan 


29 


Simultaneous left and right truncation added to COMPENDEX, 










ENERGY, INSPEC 


NEWS 


20 


Feb 


13 


CANCERLIT is no longer being updated 


NEWS 


21 


Feb 


24 


METADEX enhancements 


NEWS 


22 


Feb 


24 


PCTGEN now available on STN 


NEWS 


23 


Feb 


24 


TEMA now available on STN 


NEWS 


24 


Feb 


26 


NTIS now allows simultaneous left and right truncation 


NEWS 


25 


Feb 


26 


PCTFULL now contains images 


NEWS 


26 


Mar 


04 


SDI PACKAGE for monthly delivery of multifile SDI results 


NEWS 


27 


Mar 


20 


EVENT LINE will be removed from STN 


NEWS 


28 


Mar 


24 


PATDPAFULL now available on STN 


NEWS 


29 


Mar 


24 


Additional information for trade-named substances without 










structures available in REGISTRY 


NEWS 


30 


Apr 


11 


Display formats in DGENE enhanced 


NEWS 


31 


Apr 


14 


MEDLINE Reload 


NEWS 


32 


Apr 


17 


Polymer searching in REGISTRY enhanced 


NEWS 


33 


Apr 


21 


Indexing from 1947 to 1956 being added to records in CA/CAPLUS 


NEWS 


34 


Apr 


21 


New current-awareness alert (SDI) frequency in 










WPIDS/WPINDEX/WPIX 


NEWS 


35 


Apr 


28 


RDISCLOSURE now available on STN 


NEWS 


36 


May 


05 


Pharmacokinetic information and systematic chemical names 










added to PHAR 


NEWS 


37 


May 


15 


MEDLINE file segment of TOXCENTER reloaded 


NEWS 


38 


May 


15 


Supporter information for ENCOMPPAT and ENCOMPLIT updated 


NEWS 


39 


May 


16 


CHEMREACT will be removed from STN 


NEWS 


40 


May 


19 


Simultaneous left and right truncation added to WSCA 


NEWS 


41 


May 


19 


RAPRA enhanced with new search field, simultaneous left and 










right truncation 



NEWS EXPRESS April 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 



MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 
AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) ' 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus ************** 



FILE 'HOME* ENTERED AT 15:49:45 ON 02 JUN 2003 



=> e reg 

THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE 
The EXPAND command is used to look. at the index in a file 
which has an index. This file does not have an index. 

=> file reg 

COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 0.21 

FILE 'REGISTRY' ENTERED AT 15:49:57 ON 02 JUN 2003 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 1 JUN 2003 HIGHEST RN 523977-56-2 

DICTIONARY FILE UPDATES: 1 JUN 2003 HIGHEST RN 523977-56-2 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 



TOTAL 
SESSION 
0.21 



Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http: //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 

=> e fumitremorgin 



El 4 FUMITOXIN/BI 

E2 1 FUMITREMORGEN/BI 

E3 36 --> FUMITREMORGIN/ BI 

E4 3 FUMJUDAINE/BI 

E5 1 FUMMITE/BI 

E6 2 FUMOFICIN/BI 

E7 1 FUMOFICINAL/BI 



T? Q 

ho 
E9 
ElO 

Ell 

E12 




1 r UMOr ICINALINE/ BI 
1 FUMOFICINAMINE/BI 
145 FUMONISIN/BI 
7 FUMOSA/BI 
1 FUMOSIAVELLANEA/BI 




=> s 
LI 


e3 


36 FUMITREMORGIN/BI 




=> d 


11 30- 


36 




LI 
RN 
CN 


ANSWER 30 OF 36 REGISTRY COPYRIGHT 
55387-47-8 REGISTRY 

Spiro [ f uran-2 (5H) , 9 1 - [ 9H] imidazo [1,2- 


2003 ACS 

-a] indole] -3 ' , 5 ( 2 1 H) -dione, 



1 ' - (acetyloxy) -4- [2- [ 1- (acetyloxy) -2-methylpropyl] -4-oxo-3 (4H) - 
quinazolinyl] -l 1 , 3, 4, 9 1 a-tetrahydro-2 1 , 2 ' -dimethyl- , [9 f S- 
[9 f . alpha. [4S* (R* ) ] , 9 ' a . beta . ] ] - (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN Fumitremorgin C acetate 

CN Tryptoquivaline A acetate 
CN Tryptoquivaline acetate 
MF C31 H32 N4 08 

LC STN Files: BEILSTEIN* , CA, CAPLUS 

(*File contains numerically searchable property data) 




O 



**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

2 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 31 OF 36 REGISTRY COPYRIGHT 2003 ACS 
RN 55387-45-6 REGISTRY 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1 , 2-a] indole] -3 1 , 5 (2 1 H) -dione, 

4- [2- [ (IS) -1- (acetyloxy) -2-methylpropyl] -4-oxo-3 (4H) -quinazolinyl] - 

1 1 , 3, 4, 9 1 a-tetrahydro-1 1 -hydroxy-2 1 , 2 1 -dimethyl-, (2S, 4R, 9 1 aS ) - ( 9CI ) (CA 

INDEX NAME) 

OTHER CA INDEX NAMES: 

CN Spiro [ f uran-2 ( 5H) , 9 1 - [ 9H] imidazo [ 1, 2-a] indole] -3 ' , 5 (2 1 H) -dione, 

4- [2- [1- (acetyloxy) -2-methylpropyl] -4-oxo-3 ( 4H) -quinazolinyl] -1 1 , 3, 4, 9 ' a- 
tetrahydro-1' -hydroxy-2 1 , 2 ' -dimethyl-, [9 ! S- [9 ! .alpha. [4S* (R*) ] , 9 'a. beta. ] 

OTHER NAMES: 

CN Fumitremorgin C 

CN Tryptoquivaline 



CN Tryptoquivaline A 
CN Tryptoquivaline C 
FS STEREOSEARCH 
MF C29 H30 N4 07 ' ' 

LC STN Files: AGRICOLA, BEILSTEIN* , BIOBUSINESS, BIOSIS, BIOTECHNO, CA, 
. CANCERLIT, CAPLUS, EMBASE, MEDLINE, NAP RALE RT , TOXCENTER 
(*File contains numerically searchable property data) 

Absolute stereochemistry. Rotation ( + ) . 



OAc 




O 



**PROPERTY DATA AVAILABLE IN THE 'PROP 1 FORMAT** 

12 REFERENCES IN FILE CA (1957 TO DATE) 

12 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 32 OF 36 REGISTRY COPYRIGHT 2003 ACS 
RN 54009-33-5 REGISTRY 

CN 5H,14H-Pyrrolo[l' ',2' ' : 4 ' , 5 : » ] pyrazino [ 1 » , 2 ' : 1 , 6] pyrido [ 3, 4-b] indole-5, 14- 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-5a, 6-dihydroxy-9-methoxy-ll- (3- 
methylbutyl ) -12- ( 2-methylpropyl ) - , [ 5aR- ( 5a . alpha . , 6 . alpha . , 12 . beta . , 14a . a 
lpha.)]- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN Tetrahydrofumitremorgin B 

CN Tetrahydrolanosulin 
FS STEREOSEARCH 
MF C27 H37 N3 05 

LC STN Files: BEILSTEIN* , CA, CAPLUS, TOXCENTER 

(*File contains numerically searchable property data) 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE ' PROP 1 FORMAT** 



3 REFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 33 OF 36 REGISTRY COPYRIGHT 2003 ACS 
RN 54009-32-4 REGISTRY 

CN 5H,14H-Pyrrolo[l' 1 ,2' ' : 4 ' , 5 ' ] pyrazino [ 1 ' , 2 ' : 1, 6] pyrido [ 3, 4-b] indole-5, 14 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-5a, 6-dihydroxy-9-methoxy-ll- (3- 
methylbutyl) -12- (2-methyl-l-propenyl ) - , [ 5aR- ( 5a . alpha . , 6. alpha. , 12. beta 
14a. alpha. )] - (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 22 ,23-Dihydrofumitremorgin B 
CN Dihydrofumitrentorgin B 

CN Dihydrolanosulin 
FS STEREOSEARCH 
MF C27 H35 N3 05 

LC STN Files: BEILSTEIN* , CA, CAPLUS, TOXCENTER 

(*File contains numerically searchable property data) 

Absolute stereochemistry. 




I OH 

OH O 



**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

3 REFERENCES IN FILE CA (1957 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 34 OF 36 REGISTRY COPYRIGHT 2003 ACS 
RN 12626-18-5 REGISTRY 

CN 5H, 12H-3, 4-Dioxa-5a, 11a, 15a-triazacyclooct [lm] indeno [5, 6-b] f luorene- 

11, 15 (2H, 13H) -dione, 1, 10, 10a, 14, 14a, 15b-hexahydro-10a-hydroxy-7-methoxy 
2, 2-dimethyl-10- [ ( 3-methyl-2-butenyl ) oxy] -5- (2-methyl-l-propenyl ) - , 
(5R,10S,10aR, 14aS,15bS)- (9CI) (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 5H, 12H-3, 4-Dioxa-5a, 11a, 15a-triazacyclooct [lm] indeno [5, 6-b] fluorene- 

11, 15 (2H, 13H) -dione, 1, 10, 10a, 14, 14a, 15b-hexahydro-10a-hydroxy-7-methoxy- 
2, 2-dimethyl-10- [ ( 3-methyl-2-butenyl ) oxy] -5- (2-methyl-l-propenyl) -, 
[5R- ( 5. alpha. , 10. alpha. , 10a. alpha. , 14a. alpha. , 15b. alpha. ) ] - 

OTHER NAMES : 

CN Fumitremorgen A 

CN Fumitremorgin A 

FS STEREOSEARCH 

MF C32 H41 N3 07 

LC STN Files: AGRICOLA, BEILSTEIN*, BIOBUSINESS, BIOSIS, CA, CANCERLIT, 
CAPLUS, DDFU, DRUGU, EMBASE, MEDLINE, NAPRALERT, RTECS* , TOXCENTER, 
US PAT FULL 

(*File contains numerically searchable property data) 



Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 1 PROP 1 FORMAT** 

24 REFERENCES IN FILE CA (1957 TO DATE) 

24 REFERENCES IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER -35 OF 36 REGISTRY COPYRIGHT 2003 ACS 
RN 12626-17-4 REGISTRY 

CN 5H,14H-Pyrrolo[l* ',2' ' : 4 ' , 5 1 ] pyrazino [ 1 1 , 2 1 : 1, 6] pyrido [ 3, 4-b] indole-5, 14- 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-5a, 6-dihydroxy-9-methoxy-ll- (3- 
methyl-2-butenyl ) -12- (2-methyl-l-propenyl ) - , ( 5aR, 6S , 12S, 14aS ) - ( 9CI ) (CA 
INDEX NAME) 

OTHER CA INDEX NAMES: ■ 

CN 5H,14H-Pyrrolo[l' ',2" : 4 1 , 5 ' ] pyrazino [ 1 ' , 2 » : 1, 6] pyrido [ 3, 4-b] indole-5, 14- 
dione, 1,2,3, 5a, 6, 11, 12, 14a-octahydro-5a, 6-dihydroxy-9-methoxy-ll- (3- 
methyl-2-butenyl) -12- (2-methyl-l-propenyl) -, [5aR- 
(5a. alpha. , 6. alpha. , 12 .beta. , 14a. alpha. ) ] - 

OTHER NAMES: 

CN Fumitremorgin B 

.CN Lanosulin 

CN NA 209B 

FS STEREOSEARCH 

DR 40451-43-2 

MF C27 H33 N3 05 

CI COM 

LC STN Files: AGRICOLA, BEILSTEIN* , BIOBUSINESS, BIOSIS, CA, CANCERLIT, 
CAPLUS, CASREACT, DDFU, DRUGU, EMBASE, MEDLINE, NAPRALERT, RTECS* f 
SPECINFO, TOXCENTER, US PAT FULL 

(*File contains numerically searchable property data) 



Absolute stereochemistry. 




OH 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

42 REFERENCES IN FILE CA (1957 TO DATE) 

1 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
42 REFERENCES -IN FILE CAPLUS (1957 TO DATE) 

LI ANSWER 36 OF 36 REGISTRY COPYRIGHT 2003 ACS 

RN 11100-25-7 REGISTRY 

CN Fumitremorgin (9CI) (CA INDEX NAME) 

MF Unspecified 

CI MAN 

LC STN Files: . AGRICOLA, BIOBUSINESS, BIOSIS, CA, CAPLUS, TOXCENTER 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

9 REFERENCES IN FILE CA (1957 TO DATE) 

2 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
9 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



=> 

=> file caplus 

COST IN U.S. DOLLARS • SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 19.98 20.19 

FILE 1 CAPLUS 1 ENTERED AT 15:56:12 ON 02 JUN 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is * 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
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Fifteen metabolites were isolated from the mycelium and culture filtrate 
of a strain of Aspergillus fumigatus which existed in the gastrointestinal 
tract of the saltwater fish Pseudolabrus japonicus. Among them, TR-2 , 
fumitermorgin C and gliotoxin exhibited significant cytotoxicity against 
the cultured P-388 lymphocytic leukemia cells. Anal, of long 
range 1H-13C COSY and other spectral data for the 5 new metabolites 
[fumiquinazoline (AFQ-A) (I), -B (II)), -C (III), -D (IV) and -E (V) ] , 
exhibiting marginal or,- moderate cytotoxicity, allowed assignment of their 
structures contg. quinazolone and indoline moieties. The ab. 
stereostructure of III was detd. on the basis of x-ray crystallog. anal, 
as well as of the prodn. of L- (+) -alanine by acid hydrolysis. The 
stereochem. of the other metabolites was established by deriving I and V 
from IV and other chem. behavior. 

Aspergillus fumiquinazoline cytotoxicity structure 
Nomenclature, new natural products 

(fumiquinazoline A (quinazoline) , from Aspergillus fumigatus) 
Aspergillus fumigatus 

(fumiquinazolines from, structure and cytotoxicity of) 
Molecular structure, natural product 

(of fumiquinazoline A (quinazoline), 
Molecular structure, natural product 

(of fumiquinazoline B (quinazoline) , 
Molecular structure, natural product 

(of fumiquinazoline C (quinazoline), 
Molecular structure, natural product 

(of fumiquinazoline D (quinazoline), 
Molecular structure, natural product 

(of fumiquinazoline E (quinazoline), 
Neoplasm inhibitors 

(leukemia, fumiquinazolines as, from Aspergillus fumigatus) 
1407 15-8 8-4 P 140715-89-5P 14 0715-90-8P 14 0852-72- 8 P 
RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of) 

67-99-2, Gliotoxin 253-82-7D, Quinazoline, derivs . 12771-72-1, 

Verruculogen 51177-07-2 62867-47-4, Fumigaclavine C 74149-38-5 

111427-99-7, TR 3 111468-06-5 115589-18-9 118974-02-0 

, Fumitremorgin C 137494-04-3 140715-85-1, Fumiquinazoline A 

140715-86-2, Fumiquinazoline D 140715-87-3, Fumiquinazoline E 

140852-71-7, Fumiquinazoline B 140924-01-2, Fumiquinazoline C 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified); BIOL (Biological study) 

(structure and cytotoxic activity of, from Aspergillus fumigatus) 
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TI Non-P-glycoprotein-mediated atypical multidrug resistance in a 

human bladder cancer cell line 
AU Naito, Seiji; Hasegawa, Shuji; Yokomizo, Akira; Koga, Hirofumi; Kotoh, 

Shuji; Kuwano, Michihiko; Kumazawa, Joichi 
CS Fac. Medicine, Kyushu Univ., Fukuoka, 812, Japan 
SO Japanese Journal of Cancer Research (1995), 86(11), 1112-18 

CODEN: JJCREP; ISSN: 0910-5050 
PB Japanese Cancer Association 
DT Journal 
LA English 
CC 1-6 (Pharmacology) 

AB A human bladder cancer cell line resistant to adriamycin (ADM), T24/ADM9 
has been established in vitro by exposing T24 parent cells to 
progressively higher concns . of the drug over a period of 12 mo. The 
T24/ADM9 cells were 9 times more resistant to ADM than the T24 parent, and 
showed various degrees of cross -resistance to an ADM deriv. , 
vinca alkaloids and a DNA topoisomerase II (Topo II ) -targeting agent, 
etoposide. No significant difference was obsd. in the cellular 
accumulation of ADM between the T24/ADM9 and T24 parent cells. A Northern 
blot anal, showed an overexpression of multidrug resistance 
-assocd. protein (MRP) mRNA, but no overexpression of multidrug 
resistance-1 (MDR1) mRNA was obsd. in the T24/ADM9 cells. A flow 
cytometric anal, showed that the MDR1 gene product, P-glycoprotein (Pgp) , 
is not expressed on the T24/ADM9 cells. T24/ADM9 showed approx. the 
parental level of DNA Topo II catalytic activity. In Western blot and 
Northern blot analyses, however, the cellular level of DNA Topo II was 
apparently much lower in T24/ADM9 than in the T24 parent. Thus, these 
results suggest that a decreased cellular level of DNA Topo II and an 
overexpression of MRP gene may be responsible for the expression 
of an MDR phenotype in the T24/ADM9 cells and that such non-Pgp-mediated, 
atypical MDR may develop in bladder cancer treated with chemotherapy 
including ADM. 

ST atypical multidrug resistant bladder cancer cell 

IT Proteins, specific or class 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(multidrug resistance; non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line in 
relation to overexpression of MRP gene) 

IT Gene, animal 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(non-P-glycoprotein-mediated atypical multidrug resistance in 

a human bladder cancer cell line in relation to overexpression of 

MRP gene) 
IT Neoplasm inhibitors 

(bladder carcinoma, non-P-glycoprotein-mediated atypical multidrug 

resistance in a human bladder cancer cell line) 
IT Drug resistance 

(multi-, non-P-glycoprotein-mediated atypical multidrug 

resistance in a human bladder cancer cell line) 
IT Bladder 

(neoplasm, carcinoma, inhibitors, non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell .line) 
IT 50-07-7, Mitomycin C 51-21-8, 5 Fluorouracil 57-22-7, Vincristine • 
865-21-4, Vinblastine 15663-27-1, Cisplatin 33419-42-0, 
Etoposide 56420-45-2, Epirubicin 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(cross-resistance; non-P-glycoprotein-mediated atypical 



multidrug resistance in a human bladder cancer cell line) 
IT 142805-56-9, DNA topoisomerase II 

RL: BOC (Biological occurrence); BSU (Biological study, unclassified); 
BIOL (Biological study); OCCU (Occurrence) 

(non-P-glycoprotein-mediated atypical multidrug resistance in 

a human bladder cancer cell line in relation to decreased level of DNA 

Topo II) 
IT 25316-40-9, Adriamycin 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(resistance to; non-P-glycoprotein-mediated atypical 
multidrug resistance in a human bladder cancer cell line) 
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TI Isolation, structure determination and biological activities of novel 

mammalian cell cycle inhibitors, spirotryprostatins A & B, tryprostatins A 
& B and related new diketopiperazine derivatives produced by a fungus, 
Aspergillus fumigatus 
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. * STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB A discussion is given on the prodn., isolation, structure detn., and biol . 
activities of the novel Aspergillus fumigatus diketopiperazine alkaloids 
spirotryprostatins A (I) and B, tryprostatins A (II) and B, and 
cyclotryprostatins B and D, the 3 new natural diketopiperazines 
cyclotryprostatins A (III) and C, and demethoxyf umitremorgin C (IV), and 
• on several known diketopiperazines, such as f umitremorgin C. Structures 
of the new diketopiperazines were detd. mainly by spectroscopic methods. 
All of the compds. are inhibitors of the G2/M transition of tsFT210 cells 
at micromolar dosages. Some structure-activity relations were obsd. 

ST Aspergillus diketopiperazine alkaloid cell cycle inhibitor; 

spirotryprostatin mammal cell cycle inhibitor Aspergillus; antitumor 
diketopiperazine alkaloid Aspergillus; tryprostatin mammal cell cycle 
inhibitor Aspergillus; neoplasm inhibitor diketopiperazine deriv 
Aspergillus 

IT Mitosis 

(-G2 transition; diketopiperazine derivs . produced and isolated from 
Aspergillus fumigatus are novel mammalian cell cycle inhibitors) 
IT Interphase (cell cycle) 

(G2-phase, -M transition; diketopiperazine derivs . produced and 

isolated from Aspergillus fumigatus are novel mammalian cell cycle 

inhibitors) 
IT Structure-activity relationship 

(antimitotic; of diketopiperazines) 
IT Structure-activity relationship 

(antitumor; of diketopiperazines) 
IT New natural products 

(cyclotryprostatin A (diketopiperazine)) 
IT New natural products 

(cyclotryprostatin B (diketopiperazine) ) 
IT New natural products 

(cyclotryprostatin C (diketopiperazine)) 
IT New natural products 

(cyclotryprostatin D (diketopiperazine) ) 
IT Antitumor agents 

(diketopiperazine derivs. from Aspergillus fumigatus as) 
IT Aspergillus fumigatus 
Fermentation 

(diketopiperazine derivs. produced and isolated from Aspergillus 
fumigatus are novel mammalian cell cycle inhibitors) 
IT Molecular structure, natural product 

(of cyclotryprostatin A (diketopiperazine) ) 



* 



IT Molecular structure, natural product 

(of cyclotryprostatin B (diketopiperazine) ) 
IT Molecular structure, natural product 

(of cyclotryprostatin C (diketopiperazine)) 
IT Molecular structure, natural product 

(of cyclotryprostatin D (diketopiperazine) ) 
IT Alkaloids, biological studies 

RL: BAC (Biological activity or effector, except adverse); BPN 
(Biosynthetic preparation) ; BSU (Biological study, unclassified); PRP 
(Properties); PUR (Purification or recovery); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(piperazine, dioxo; diketopiperazine derivs. produced and isolated from 
Aspergillus fumigatus are novel mammalian cell cycle inhibitors) 
IT 111427-97-5P, Cyclotryprostatin C 111468-06-5P, Cyclotryprostatin A 
111768-16-2P 118974-02-OP, Fumitremorgin C. 

171864-80-5P, Tryprostatin A 179936-52-8P, Tryprostatin B 
182234-25-9P, Spirotryprostatin A 182234-26-0P, Spirotryprostatin B 
184305-67-7P, Cyclotryprostatin B 184305-68-8P, Cyclotryprostatin D 
RL: BAC (Biological activity or effector, except adverse) ; BPN 
(Biosynthetic preparation) ; BSU (Biological study, unclassified); PRP 
(Properties); PUR (Purification or recovery); THU (Therapeutic use); BIOL 
• (Biological study); PREP (Preparation); USES (Uses) 

(diketopiperazine derivs. produced and isolated from Aspergillus 
fumigatus are novel . mammalian cell cycle inhibitors) 
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